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1071. On the Production of Plasma Fibrinolytic Activity 
within Veins 

H. C. Kwaan, R. Lo, and A. J.S. MCFADZEAN. Clinical 
Science [Clin. Sci.] 16, 241-253, May, 1957. 4 figs., 
15 refs. 


Further studies of the lysis of clot in experimentally 
induced venous thrombosis are reported from Queen 
Mary Hospital and the University, Hong Kong, the 
subjects being human volunteers. The first experiment 
showed that injection of 1 xg. adrenaline hydrochloride 
into the median basilic vein was not associated with 
demonstrable increase in fibrinolytic activity in a second 
blood sample from the same vein unless the conditions 
favoured retention of adrenaline within thé vein. 
Throughout the experiment a sphygmomanometer cuff 
at diastolic pressure was applied to the arm. The 
second experiment resembled the first except that 
adrenaline was injected paravenously and not intra- 
venously. Almost without exception the results were 
similar to those of the first experiment, and in both 
experiments the increased fibrinolytic activity was present 
also in veins (at the wrist) farther from the site of 
injection. The same change was also often seen in the 
vein of the contralateral limb, and both the latter and 
the initial and more direct responses were prevented by 
previous atropinization of the vein into which the 
adrenaline was given. Atropinization also prevented 
the increase in fibrinolytic activity in limb veins proximal 
to a constriction causing arrest of the arterial circulation 
in the distal segment. In these experiments the effect of 
acetylcholine was similar to that of adrenaline. 

It is concluded that the fibrinolytic activity which 
develops in veins is ultimately cholinergic in nature, 
although the effector cells, presumably-situated on the 
walls of the vein, have not been identified. [See also 
Abstract 1072.] A. Brown 


1072. The Production of Plasma Fibrinolytic Activity 
in vivo by Serotonin (5-Hydroxytryptamine) Creatinine 
Sulphate 
H. C. KwAAn, R. Lo, and A. J.S. MCFADZEAN. Clinical 
Science [Clin. Sci.] 16, 255-259, May, 1957. 19 refs. 
To study the effect of 5-hydroxytryptamine (serotonin) 
creatinine sulphate in inducing fibrinolytic activity in 
veins experiments similar to those described in Abstract 
1071 were conducted. It was similarly found that 5- 
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hydroxytryptamine creatinine sulphate by intravenous 
injection in doses of 5 wg. and by paravenous injection 
of 0-01 yg. to 5 wg. was a potent stimulant of the pro- 
duction of fibrinolytic activity within veins, provided 
its rapid removal was prevented. Again this activity 
failed to develop in the atropinized segments of veins. 
In view of the close approximation of the concentra- 
tions given by the lowest doses of 5-hydroxytryptamine 
creatinine sulphate used to those of serotonin found in 
normal serum, it is concluded that serotonin released 
from platelets plays an important part in promoting 
fibrinolysis in intravenous thrombosis. A. Brown 


1073. The Effects of Alimentary Lipaemia on the Calcium 
Clotting Time of Human Plasma 

T. R. E. Prtkincton. Clinical Science {Clin. Sci.) 16, 
261-268, May, 1957. 7 figs., 22 refs. 


At the University of California the effect of alimentary — 
lipaemia induced by drinking 180 ml. of cream (after a 
10-hour fast) on the calcium clotting time of plasma— 
that is, plasma to which calcium had been added—was 
studied at intervals up to 6 hours after ingestion of the 
cream. The chylomicron content of each blood sample 
was estimated by determining its optical density.- A 
shortening of the calcium clotting time occurred usually 
1 to 2 hours after the cream had been taken, coinciding 
with increasing lipaemia. As the latter approached its 
maximum (about 3 hours), however, the calcium clotting 
time reached or even exceeded the normal; thereafter it 
became shorter as the lipaemia receded, and did not 
return to normal during the period of observation. The 
accelerating effect was not apparent in the absence of 
the chylomicrons. It is suggested that small amounts 
of free fatty acid attached to the chylomicrons may be 
responsible for the changes described. A. Brown 


1074. The Effect of Fatty Acids and Detergents on the 
Calcium Clotting Time of Human Plasma 

T. R. E. Prrxincton. Clinical Science [Clin. Sci.] 16, 
269-274, May, 1957. 3 figs., 12 refs. 


In this investigation, which is complementary to that 
described in Abstract 1073, the author studied the effect 
in vitro of various saturated and unsaturated fatty acids 
and of various detergents, suspended in a buffer, on the 
calcium clotting time of citrate-plasma. Incubation of 
test mixture was required (2 minutes at 37° C.) before 
calcium chloride was added. Of the fatty acids, only 
the saturated had an effect, and this shortening action 
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on the clotting time was dependent on the chain length 
(Cy6 or more) and solubility of the fatty acids. The 
activity was greatest at pH 7:5. A. Brown 


1075. Endocardial Cytotoxic Serum and Experimental 
Endocarditis. (Ponb 
CbIBOPOTKH B Pa3BHTHH 

N. A. Levkova. Apxue [lamoaoeuu [Arkh. Patol.] 19, 
40-47, No. 2, 1957. 3 figs., 18 refs. 


At the Second Stalin State Medical Institute, Moscow, 
endocardial cytotoxic sera were prepared which were 
organ-specific for the endocardium of the dog and rabbit. 
The animals were given 5 injections each of the respective 
serum at intervals of 3 days. Then, 5 days after the last 
inoculation, a culture of Streptococcus viridans was 
injected intravenously, 3 or 4 times in the case of the 
dogs, but once only in the rabbits. Five out of 7 dogs 
and 6 out of 10 rabbits developed “* polypoid-ulcerative ” 
endocarditis. Similar experiments in which the endo- 
cardial cytotoxic serum was replaced by normal horse 
or rabbit serum produced only 2 cases of endocarditis 
out of a total of 20 animals; however, the injection of 
the specific serum and the streptococcal culture in animals 
previously immunized with normal horse or rabbit 
serum tended to produce death from sepsis, “* all immune 
properties of the organism having been extinguished ”’. 

A. Swan 


1076. Studies in Leukemia—VI. The Induction of 
Leukemia in AKR Mice by Means of Cell-free Brain 
Filtrates of Humans Who Died of Leukemia 

S. O. SCHWARTZ, H. M. SCHOOLMAN, P. B. SZANTO, and 
W. SpurriER. Cancer Research [Cancer Res.] 17, 218- 
221, April, 1957. 1 fig., 1 ref. 


Cell-free extracts from the brains of human patients 
who had died of leukaemia were inoculated into the 
brains of AKR mice 3 to 16 weeks old. The result was 
regarded as negative if leukaemia had not developed by 
the time the animal reached the age of 22 weeks, irrespec- 
tive of its age at inoculation. On this basis a positive 
result was obtained in 71 out of 326experiments. None 
of 248 mice treated with control brain filtrates developed 
leukaemia by the age of 22 weeks. Only filtrates of the 
brains of patients who had died from myeloblastic 
leukaemia appeared to be effective in inducing leukaemia 
inmice. The interpretation of these findings is discussed. 

G. Calcutt 


1077. The Renal Response in Man to Acute Experimental 
Respiratory Alkalosis and Acidosis 

E. S. Barker, R. B. Sincer, J. R. ELKINTON, and 
J. K. CLark. Journal of Clinical Investigation [J. clin. 
Invest.] 36, 515-529, April, 1957. 4 figs., 41 refs. 


In a previous paper from the University of Penn- 


sylvania (J. clin. Invest., 1955, 34, 1671) the authors. 


described some of the mechanisms by which the body 
buffers the effects of acute respiratory alkalosis and 
acidosis. In the present paper they evaluate the part 
played by the kidney in these conditions. They ob- 
served that in respiratory alkalosis, in which the plasma 
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bicarbonate content is low owing to hyperventilation, 
the urinary excretion of bicarbonate was greatly in- 
creased. This increase in anion excretion was balanced 
by an increase in potassium excretion, the excretion of 
sodium and chloride during hyperventilation not showing 
any significant change. The effect of urinary excretion 
of bicarbonate is equivalent in acid-base effect to the 
addition of hydrogen to the body. In this way the 
disturbance of a respiratory alkalosis is countered 
through renal mechanisms by a tendency to metabolic 
acidosis. Respiratory acidosis called forth opposite 
effects on urinary excretion. Hyperventilation has a 
much more profound effect on acid—base balance of the 
body than the inhalation of carbon dioxide, and this is 
reflected in the much greater changes in pH and electro- 
lyte excretion in hyperventilation. Nevertheless, renal 
compensating mechanisms play only a small part in the 
total body response to acute respiratory acid—base 
disturbances. Robert Mahler 


1078. Pathological Anatomy of Diphtheritic Intoxica- 
tion in Animals Inoculated with the Toxin during a Drug- 
induced Sleep. aHaTomua 
PHHHOH UHTOKCHKAUHH y MPH 
HM TOKCHHA BO 
cHa) 

A. M. ProxHorova. Apxue [Tamoaoeuu [Arkh. Patol.} 
19, 34-39, No. 2, 1957. 4 figs., 14 refs. 


It has been stated that during hibernation animals are 
insensitive to infection with plague, tuberculosis, glan- 
ders, tularaemia, tetanus, diphtheria, and other diseases 
and that this also holds true during experimentally 
induced hypothermia. In the present study, reported 
from the Paediatric Institute, Moscow, intermittent sleep 
was induced and maintained by means of “* barbamyl ” 
given orally to 8 guinea-pigs (0-1 g. per kg. body weight) 
and 22 rabbits (0-15 g. per kg.) twice daily for 34 days. 
On the 4th day, during the last spell of induced sleep, 
diphtheria toxin was injected subcutaneously, the guinea- 
pigs receiving 1 MLD and the rabbits 2 MLD. Control 
animals (4 guinea-pigs and 6 rabbits) received no further 
sedation, whereas the test animals were given barbamyl 
twice daily as before for 3 further days. On waking up 
all the animals appeared to be healthy. The controls, 
however, developed symptoms and signs of diphtheritic 
intoxication later the same day and died one to 3 days 
later. The experimental group on the other hand 
tolerated the diphtheria toxin remarkably well. They 
were killed at various intervals between 15 and 45 days 
after the experiment, and their organs examined histo- 
logically. There was usually a moderate degree of 
cloudy degeneration in the liver, kidneys, myocardium, 
and adrenal glands, but none of the well-known severe 
acute changes usually seen in diphtheritic toxaemia 
were observed. 

The author concludes that drug-induced sleep, if inter- 
rupted after the introduction of diphtheria toxin, creates 
a condition of hypersensitivity, whereas continued 
induced sleep for some time after administration of the 
toxin markedly increases the resistance of experimental 
animals. A. Swan 
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CHEMICAL PATHOLOGY 


1079. Urinary Excretion of Individual Catechol Deriva- 
tives Studied by a Chemical Method 

M. McMititan. Lancet [Lancet] 1, 715-718, April 6, 
1957. 1 fig., 15 refs. 


A chemical method of detecting increased urinary 
excretion of catecholamines which may be used in the 
diagnosis of chromaffin tumour is described from the 
Royal Infirmary, Sheffield. The test has been applied 
to 85 specimens of urine from 66 patients with sustained 
or paroxysmal hypertension and specimens from 20 
other subjects, some of whom were healthy, estimations 
being made on 24-hour collections which were acidified. 
_ An aliquot of each specimen was adsorbed on to alumina 
and made alkaline. The catechols were eluted with 
0-5 N sulphuric acid, and the eluates treated with 
ethanol and acetone and then centrifuged. The super- 
natant fluid was distilled under reduced pressure in a 
stream of nitrogen, and the residue extracted with a 
mixture of one part N hydrochloric acid in 100 parts 
acetone. The catecholamines were separated by paper 
chromatography, phenol saturated with water and 
sulphur dioxide being used as solvent systems. After the 
phenol had been removed with benzene the paper was 
sprayed with a solution consisting of 36 ml. of 0-66 M 
potassium dihydrogen phosphate, 4 ml. of 0-66 M di- 
sodium hydrogen phosphate, 4-5 ml. of 6-6°% potassium 
ferricyanide solution, and 5 ml. of 40% formaldehyde 
solution preserved over calcium carbonate. The paper 
was inspected in ultraviolet light, in which the spots 
gave a yellowish-green fluorescence. The sites and 
intensities of these spots were compared with those of 
standards of opt-adrenaline bitartrate, 3-hydroxy- 
tyramine, and noradrenaline. To identify adrenaline, 
iodine was incorporated into the spraying solution in 
place of potassium ferricyanide. 

Patients with paroxysmal or sustained hypertension 
but without chromaffin tumour excreted from 5 to 190 yg. 
of noradrenaline daily and from less than 10 pg. to 
200 yg. of hydroxytyramine daily. The noradrenaline 
output was less than 50 yg. daily in 869% of cases. In 
6 out of 7 specimens from a patient with a phaeochromo- 
cytoma (the only one in the series) the output of nor- 
adrenaline exceeded the range in the cases without 
tumour, varying between 360 and 1,045 yg. daily; in 
the 7th specimen the figure was 124 wg. Adrenaline 
could not be detected with certainty in the urine of 
any of the normotensive or hypertensive subjects, nor 
in the case of phaeochromocytoma. Two other bands 
were regularly present, one being identifiable as 3:4- 
dihydroxyphenylacetic acid; another was similar to 
noradrenaline. A third band closely related to nor- 
adrenaline and hydroxytyramine was found in the case 
of phaeochromocytoma. Robert de Mowbray 


1080. Interrelationship of Chylomicron Counts and Ultra- 
centrifuge Fractionation of Serum Lipids 

J. B. Frecp and W. J. Zinn. American Journal of the 
Medical Sciences [Amer. J. med. Sci.| 233, 641-646, June, 
1957. 11 refs. 


HAEMATOLOGY 


1081. The Pathology of Sickle Cell Haemoglobin C 
Disease and Sickle Cell Anaemia 
G. M. Epincton. Journal of Clinical Pathology {J. clin. 

Path.) 10, 182-186, May, 1957. 8 refs. 


A good deal is now known about the pathology of 
sickle-cell anaemia. In recent years it has been recog- 
nized that there are a number of sickle-cell diseases, 
** sickle-cell anaemia ”’ being conventionally the disease 
of the homozygote for the sickling gene. Of the other 
sickle-cell diseases, one of the most important is that 
which affects the heterozygote for the genes for sickle- 
cell haemoglobin and haemoglobin C. The purpose of 
this communication from the Medical Research Institute, 
Accra, Ghana, is to demonstrate differences between the 
two conditions. The pathology of sickle-cell haemo- 
globin-C disease is macroscopically similar to that of 
sickle-cell anaemia, but microscopically there is a striking 
difference in the amount of iron present in the organs. 
Heavy deposits are usually found in sickle-cell anaemia 
and only minimal deposits in sickle-cell haemoglobin-C 
disease. This suggests that in the heterozygote the 
degree of haemolysis is considerably less. 

H. Lehmann 


1082. The Saline Fragility of Leukocytes P 

H. G. H. RicHarps and D. L. RICHARDS. American 
Journal of Clinical Pathology [Amer. J. clin. Path.] 27, 
265-281, March, 1957. 6 figs., 22 refs. 


The fragility of leucocytes when placed in hypotonic 
or hypertonic saline solutions has been investigated by 
previous investigators in terms of morphological changes, 
rate of destruction, or cellular motility. The present 
investigation, in which the authors took as a criterion 
the morphological changes produced by sodium chloride 
solutions in concentrations ranging from 0-85 to 0-20% 
in carefully controlled conditions of time and tempera- 


ture and after elimination of erythrocytes by means of 


acetic acid, was undertaken at the Royal Hampshire 
County Hospital, Winchester, with a view to obtaining 
information on the saline fragility of leucocytes in con- 
ditions such as leukaemia and other haematopoietic dis- 
orders. 

The morphological changes observed showed various 
stages of degeneration, ranging from the unaltered 
“* refractile ’’ cell through intermediate phases to frag- 
ments of shadow cells. The total number of cells in all 
the degenerative stages was then compared with the 
number remaining refractile, and pairs of curves were 
plotted against saline concentration to determine the 
**median leucocyte fragility’ (M.L.F.), that is, the 
concentration of sodium chloride at which only half the 
total cells remained refractile. In 50 apparently healthy 
persons, with total leucocyte counts ranging from 4,500 
to 13,000 per c.mm. the mean M.L.F. was 0-327 (range 
0-290 to 0-385) °%% sodium chloride concentration. Of 
10 patients with inflammatory leucocytosis, those with 
the granulocytic variety showed either a normal or a 
low M.L.F., the non-granular leucocytes being apparently 
more osmotically resistant than those associated with 
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toxic conditions. Of 7 patients with leucopenia, those 
in whom the disorder was associated with arrest of 
maturation of uncertain aetiology showed increased 
values for M.L.F., while in 2 cases of idiopathic myeloid 
hypoplasia the M.L.F. was normal. In cases of myeloid 
leukaemia in which the proportion of immature cells 
exceeded 30°% of the total the M.L.F. was increased. 
In lymphatic leukaemia the M.L.F. showed great varia- 
tion, there appearing to be no definite correlation between 
the M.L.F. and either the total leucocyte count or the 
numbers of various types of lymphocyte; nor had an 
increased M.L.F. any significance in relation to prog- 
nosis, clinical features, or haemoglobin level. This 
problem remains unsolved, and the authors suggest that 
some fundamental factor in cellular metabolism is 
involved which requires further study. 
Ethel Browning 


1083. Comparative Study of Spreads and Sections of 
Bone Marrow 

H. AGReEss. American Journal of Clinical Pathology 
[Amer. J. clin. Path.] 27, 282-299, March, 1957. 339 figs., 
14 refs. 


The examination of smears of aspirated bone marrow 
presents certain difficulties in accurate diagnosis, owing 
chiefly to the fact that the specimen is apt to be diluted 
with blood; sections of the same material provide con- 
centration of the cellular contents, thus saving time and 
increasing the reliability of diagnosis. It is the author’s 
experience that a combination of smears and sections 
examined simultaneously can be of still greater value 
in the study of many blood diseases. From the Grad- 
wohl School of Laboratory Technique, St. Louis, Mis- 
souri, he describes his method as follows. The contents 
of the aspiration syringe are expelled on to a clean slide 
and 8 to 12 smears made before the material has time to 
clot. After clotting, the pool of material is manipulated 
with the aspirating needle, particles of clot being drawn 
together so that the centre contains practically all the 
marrow units; this is then fixed and sectioned as in 
preparing a biopsy specimen. 

In comparing the relative advantages of the two 
methods of examination on the basis of 1,187 cases so 
examined the author states that the sections give a more 
consistent picture of the cellularity of the marrow, a 
more accurate reflection of the distribution of the cell 
spaces and of the general histological structure, and are 
especially valuable in identifying the presence of cells of 
lymphoma, granulomatous lesions, and malignant 
tumours, and also afford some indication, from the 
histological arrangement of the cells, of the source of 
the primary growth. The smears, on the other hand, 
provide much better morphological detail, particularly 
in the identification of leukaemic cells, the karyolysis of 
nuclei in pernicious anaemia, and individual mitotic 
figures. The paper contains numerous excellent photo- 
micrographs illustrating the results of both techniques 
in many blood disorders, including such comparatively 
rare conditions as the presence of Gaucher cells, lupus 
erythematosus cells, haemosiderosis, and an unsuspected 
case of miliary tuberculosis. Ethel Browning 


PATHOLOGY 


MORBID ANATOMY AND CYTOLOGY 


1084. Biopsy Technics in the Diagnosis of Intrathoracic 
Disease 

I. A. BrecKLER, N. M. HENsteR, H. E. Hitt, M. C. 
HOFFMAN, and P. B. HUKILL. Annals of Internal Medi- 
cine [Ann. intern. Med.| 46, 706-719, April, 1957. 
6 figs., 12 refs. 


The diagnosis of certain intrathoracic lesions is difficult 
by ordinary clinical methods, but may often be clarified 
or confirmed by examination of a biopsy specimen. At 
the Parks Air Force Base Hospital, Pleasanton, California, 
105 biopsy procedures have been carried out over a 
period of 2 years, specimens being taken of the pre- 
scalene fat pad in 31 of these cases, of the pleura in 20, 
and of the lung in 8, while in the remaining 46 instances 
excision biopsies of pulmonary and mediastinal lesions 
were performed. 

Examination of the pre-scalene lymph-node-bearing 
fat pads overlying the scalenus anterior muscle from the 
right side in 16 cases, from the left in 12, and from both 
in 3 resulted in a positive diagnosis being made in 12 
cases—11 of sarcoidosis and one of secondary carcinoma. 
Among the 20 cases in which pleural biopsies were taken 
from between the 7th and 8th interspaces antero-laterally, 
9 showed granulomatous lesions suggestive of tuber- 
culosis, one evidence of adenocarcinoma, and the rest 
were negative. Among the 8 biopsies of lung made in 
the 3rd and 4th anterior interspaces, 2 cases of sarcoidosis, 
2 of interstitial pneumonitis, and one case each of 
eosinophilic granuloma, lipoid pneumonia, and con- 
genital emphysema were discovered; in the remaining 
case biopsy was not helpful. 

Single isolated lesions were investigated by thoraco- 
tomy. The 28 lesions in the lung included one case of 
primary malignant and one of secondary malignant 
disease, and one of hamartoma; the remaining lesions 
were granulomatous, 10 being due to coccidioidomycosis, 
6 to histoplasmosis, and 4 to tuberculoma, 5 being 
undetermined; the average age of these patients was 
35 years. Of 10 segmental infiltrative lesions, 8 were 
shown to be granulomatous, causative organisms being 
found in 3 cases of tuberculosis, 3 of coccidioidomycosis, 
and one case of fluke infestation of the lung; the other 
2 in this group were cases of bronchopulmonary sequestra- 
tion. The 8 isolated mediastinal masses not identifiable 
by radiography proved to be a thymic cyst in 3 cases 
and enlarged, diseased lymph nodes in 5, in 2 due to 
Hodgkin’s disease, in 2 to sarcoidosis, and in one to 
histoplasmosis. 

The authors conclude that biopsy of the pre-scalene 
fat may be expected to give a positive result in 70% of 
cases of sarcoid and in 25 to 40°%% of cases of carcinoma; 
pleural biopsy will yield positive results in tuberculosis, 
neoplastic invasion of the pleura, and fungus disease 
with effusion, biopsy of the lung in diffuse pulmonary 
disease such as pneumoconiosis, granulomatous disease, 
chronic organizing pneumonitis, and malignant disease, 
while “excision biopsy for localized pulmonary and 


mediastinal disease is diagnostic and often therapeutic ”’. 
Kenneth M. A. Perry 
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1085. Immunohistochemical Study of Lesions in Rheu- 
matoid Arthritis 

J.J, Vazquez and F. J. Dixon. Laboratory Investigation 
[Lab. Invest.] 6, 205-217, May-June, 1957. 18 figs., 
10 refs. 


The authors, at the University of Pittsburgh School 
of Medicine, Pennsylvania, have applied the fluorescent 
antibody technique described by Coons et al. (J. exp. 
Med., 1950, 91, 1) to the study of the characteristic 
lesions in 3 cases each of rheumatic carditis, disseminated 
lupus erythematosus, and rheumatoid arthritis. Fluo- 
rescein-labelled antibody to human gamma globulin was 
found to be strongly taken up by the altered perivascular 
tissues in rheumatic carditis, by the “‘ onion-skin ”’ peri- 
vascular splenic lesions, the walls of necrotic renal 


arterioles, the “‘ wire-loop”” glomerular capillaries, and 


the L.E.-cell inclusions in the cases of lupus, and by the 
necrotic centres of the subcutaneous nodules in the cases 
of rheumatoid arthritis. The lesions in rheumatic 
carditis and rheumatoid arthritis and the splenic lesions 
in lupus erythematosus were similarly shown to contain 
human serum albumin, but in amounts much smaller 
than those of gamma globulin. 

No gamma globulin or serum albumin was found in 
normal tissues or tissues from a variety of diseases 
(myocardial fibrosis and infarction, renal, cardiac, and 
splenic arteriosclerosis, diabetic glomerulosclerosis, and 
renal cortical necrosis). On the other hand acutely 
inflamed tissues from cases of appendicitis and pyelo- 
nephritis showed a greater accumulation of serum 
albumin than of gamma globulin, as would be expected 
if these changes were due to increased vascular per- 
meability. 

It appears, therefore, that the selective accumulation 
of gamma globulin in the 3 conditions studied is not due 
to the non-specific factors which would operate in a 
wide range of diseases, nor is it due to increased vascular 
permeability. A local antigen-antibody reaction is an 
attractive explanation, but as the authors [rightly] point 
out, there is no evidence so far that the gamma globulin 
involved is actually antibody, and this hypothesis cannot 
be substantiated until the antigens and antibodies in- 
volved are specifically characterized and demonstrated 
in the lesions. M. C. Berenbaum 


1086. Variations in the Staining Characteristics of Human 
Fibrin 

D. Grrutin and J. M. CraiG. American Journal of 
Pathology [Amer. J. Path.] 33, 267-283, March-April, 
1957. 14 figs., 19 refs. 


It has been noted by the authors that in some patho- 
logical conditions material which reacts with fluorescein- 
labelled antifibrin antibody fails to give characteristic 
results with standard histological stains for fibrin. To 
investigate this question they prepared a series of fibrin 
clots, adding different concentrations of various plasma 
proteins and amino-acids. The clots either were fixed 
and wax-embedded and sections subjected to a series 
of staining reactions, or were cut unfixed and treated 
with fluorescein-labelled antisera. All clots reacted 
positively with rabbit anti-human-fibrin serum and all 


stained with Weigert’s fibrin stain. However, charac- 
teristic reactions with Mallory’s phosphotungstic-acid— 
haematoxylin stain, Lillie’s Biebrich-scarlet—aniline-blue 
stain, or Pearse’s P.A.S.-trichrome stain were obtained 
only in clots which had been formed in the presence of 
a final concentration of more than 1°% of albumin or 
0-05% of glutathione. 

The authors point out that in human interstitial fluid 
the concentration of albumin is 0-6 to 1-0%, and that 
this may explain why fibrin formed interstitially may give 
negative staining reactions. Conversely, in effusions the 
albumin concentration may approach 3%, and therefore 
fibrin formed in this situation might be expected to give 
positive staining reactions, and does so. 

M. C. Berenbaum 


1087. A Differentiation of Certain Types of Fibrinoid 
and Hyalin 

P. O’B. MontGomery and E. E. MuIRHEAD. American 
Journal of Pathology [Amer. J. Path.| 33, 285-291, 
March-April, 1957. 30 refs. 


A number of histochemical tests have been performed 
at the Southwestern Medical School, Dallas, Texas, on 
sections of human tissues containing fibrin, fibrinoid, 
and hyaline. Fibrin was studied in the exudate from 
4 cases of uraemic pericarditis; connective-tissue - 
fibrinoid in 2 rheumatoid nodules and one gastric ulcer; 
connective-tissue hyaline in a variety of lesions (keloids, 
scleroderma, and a meningioma); vascular hyaline in 
the kidneys of 6 cases of diabetes; and vascular fibrinoid 
in the kidneys of 11 cases of malignant hypertension. 
The following table, selected from the results, illustrates 
some of the characteristics of these materials and may 
assist their differentiation in practice. 


Staining Procedure or Reaction 


Material 


Mallory’s 
Aniline Blue 
SH 


Fibrin 
Connective-tissue 
fibrinoid 
Vascular fibrinoid 
Vascular hyaline. . 
Connective-tissue 
hyaline. . 


+++ 
+++ 


+4 


+ 


+t) 


Positive reactions are graded + to +++4+. 


The similarity in reactions of vascular fibrinoid and 
vascular hyaline suggests a related pathogenesis and, in 
the authors’ opinion, supports their theory that both are 
derived from vascular smooth muscle. The results also 
seem to justify dividing fibrinoid into vascular and 
connective-tissue types. 

[Apart from connective-tissue hyaline, the range of 
specimens selected appears to have been rather narrow. 
The inclusion of specimens of more varied origin would 
have added materially to the value of this study.] , 

M. C. Berenbaum 
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1088. The Significance of the Non-specific Inflammation 
in Auricular Appendages of Patients with Mitral Stenosis. 
{In English] 

C. A. WAGENVOORT. Acta medica Scandinavica [Acta 
med. Scand. 157, 307-318, May 4, 1957. 2 figs., 17 refs. 


At the State University, Utrecht, Holland, the author 
has examined histologically 118 auricular appendages 
removed at valvotomy for mitral stenosis, also 22 hearts 
obtained at necropsy, 12 of them from patients with 
mitral stenosis. 

Aschoff bodies were found in 76 (64-4°%) of the 118 
auricular appendages; they were more frequent in the 
younger age groups. Organized thrombi were found in 
34 (28-9%%); these were more common in the older age 
groups, and occurred almost exclusively in association 
with auricular fibrillation. Non-specific inflammatory 
foci were also seen in the auricular appendages. These 
varied greatly in size, but were composed of at least 
10 cells, chiefly lympNocytes, often with large mono- 
nuclear and occasional plasma cells. Such foci were 
found in 36 specimens (30-5°%) and were more often 
observed in the endocardium and epicardium than in 
the myocardium. Aschoff bodies were only infrequently 
combined with thrombosis and non-specific inflammation, 
but the last two frequently appeared together. From 
examination of the hearts removed at necropsy it ap- 
peared that foci may occur anywhere in the heart, but 
thrombosis takes place only in the left atrium. 

The author considers that the inflammatory foci are 
not merely a reaction to an organized thrombus, as they 
are more often related to recent thrombi and in any case 
have no particular preference for the vicinity of a 
thrombus. These foci may cause fibrillation by dis- 
turbing stimulus formation, or may themselves be 
secondary to the anoxia resulting from fibrillation. 

E. G. Rees 


1089. The Nature of the Hyaline Thrombi in Thrombotic 
Thrombocytopenic Purpura 

J. M. Craic and D. Grriin. American Journal of 
Pathology {Amer. J. Path.| 33, 251-265, March-April, 
1957. 11 figs., 19 refs. 


The thrombi in thrombotic thrombocytopenic purpura 
have generally been thought to be composed of agglu- 
tinated platelets, especially since there is an associated 
thrombocytopenia and since fibrin, the only likely 
alternative, often cannot be demonstrated in them 
histologically. In an investigation of this question at 
Harvard Medical School the authors immunized rabbits 
against human platelets and fibrin and labelled the anti- 
sera with fluorescein. Frozen sections of fresh tissues 
from 2 cases of the disease (reports of which are included) 
were treated with the antisera after very brief fixation 
in 95% alcohol. The thrombi were found to combine 
with the antifibrin serum but not with antiplatelet serum. 
Therefore, despite the fact that only a small number of 
thrombi gave a positive staining reaction for fibrin with 
Weigert’s or Mallory’s phosphotungstic-acid—haemat- 
oxylin method, the authors conclude that they are 
composed of fibrin and not platelets. 


M. C. Berenbaum 


1090. The Pathological Changes in the Liver in Cystic 
Fibrosis of the Pancreas 

J. M. Craic, H. HADDAD, and H. SHWACHMAN. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child.] 
93, 357-369, April, 1957. 14 figs., 26 refs. 


In an attempt to throw light on the pathogenesis of 
the liver changes in cystic fibrosis of the pancreas and 
their relation to the whole clinical picture of this diffuse 
metabolic disorder the authors have carried out, at the 
Children’s Medical Center (Harvard Medical School), 
Boston, a retrospective study of the records and necropsy 
material in 198 cases of this disease collected between 
1918 and 1956. The cases were divided into three 
groups (1918-39, 1940-9, and 1950-6) according as to 
whether or not antibiotics and/or pancreatic enzymes 
were available for therapy, factors considered to have 
an influence upon duration of survival; a 4th group 
consisted of all cases of meconium ileus seen in the 
whole period. 

Moderate to severe fatty change in the liver cells was 
one of the most constant findings, but no clear cor- 
relation with nutritional state, infection, or longevity 
emerged, though the incidence of these changes was 
greater (66°%%) among patients dying during the final 
6 years of the period than before this time (43%). Peri- 
portal fibrosis was unrelated to the therapeutic sub- 
stances available at the various periods, but was three 
times more common in patients in a poor nutritional 
state than in the others; it arose in association either 
with focal obstruction of the bile ducts by mucus—bile 
plugs (27 out of 45 cases) or with fatty changes in the 
liver parenchyma. It was never so advanced, however, 
as to be termed cirrhosis. The latter was encountered 
in only one case and then was accompanied by porial 
hypertension. Congestion of the liver unassociated with 
heart failure was found to be frequent, while focal 
necroses and inflammatory changes were commonly 
present, but not correlated in any way with any of the 
major clinical or pathological features of the condition. 

J. B. Cavanagh 


1091. The Anatomical Picture of the Liver in Hepato- 
splenic Schistosomiasis Mansoni 

L. BoGLIoLo. Annals of Tropical Medicine and Parasito- 
logy [Ann. trop. Med. Parasit.| 51, 1-14, March, 1957. 
10 figs., 10 refs. 


In describing an anatomical study of the liver post 
mortem in 21 cases of hepato-splenic schistosomiasis 
mansoni carried out at the: University of Minas Gerais, 
Belo Horizonte, Brazil, the author states: “in no case 
could the macroscopical or microscopical hepatic picture 
be mistaken for any of the other fibrosing diseases of 
the liver”. [This sweeping statement would appear to 
be justified in nearly all cases by the evidence presented.] 

Typically, there is “‘ clay-pipe-stem ” or coarse peri- 
portal cirrhosis with chronic productive granulomatous 
fibrotic periphlebitis, related to ova, around the large 
branches of the portal vein. The inflammation does 
not usually invade the lobules, which preserve their 
normal architecture; hyperplastic parenchymal regenera- 
tion- was not seen. In vinyl acetate casts a mass of 
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new blood vessels surrounding the portal bronchus like 
a “* mossy sleeve’ was demonstrated, the vessels lying 
in the periportal fibrous tissue. The fibrosis produces 
characteristic furrows on the hepatic surface. Diffuse 
fibrosis, tending to isolate the lobules as in a pig’s liver, 
was also seen in 2 cases. The relation of the vascular 
lesions to blood flow and parenchymal function is dis- 
cussed on theoretical grounds. The fibrosis is described 
in detail. W. H. Horner Andrews 


1092. Cytologic Studies in Lichen Ruber Planus. [In 
English] 

N. THyYRESSON and G. MOoBERGER. Acta dermato- 
veneredlogica [Acta-derm.-venereol. (Stockh.)] 37, 191- 
204, 1957. 14 figs., 10 refs. : 


- Lichen ruber planus is generally supposed to be an 


inflammation of the superficial dermis with secondary _ 


degeneration of the epidermis. Histological and histo- 
chemical studies on punch biopsies from 25 cases suggest 
to the authors that the disease is in fact a viral infection 
of epidermal cells, analogous to molluscum contagiosum. 
The earliest changes appear to be colloid degeneration 
of the basal-layer epidermal cells. Small foci of such 
cells form micro-abscesses in the epidermis which dis- 
charge into the dermis: the colloid cells may be recog- 
nized thereafter among the dermal inflammatory in- 
filtrate. These colloid cells contain high concentrations 
of ribose nucleic acid (as shown by high ultraviolet 
absorption and a negative Feulgen reaction) and of SH 
zroups (as demonstrated by Barrnett and Seligman’s 
2:2’-dihydroxy-6: 6’-dinaphthyl disulphide reaction), and 
it is argued that these histochemical reactions are not 
those of a degenerative change, but suggest the presence 
of a virus. The evidence for the virus, however, remains 
only histological. Bernard Lennox 


1093. The Submicroscopic Morphology of Gaucher Cells 
Q. B. DeEMarsH and J. Kautz. Blood [Blood] 12, 324-— 
335, April, 1957. 11 figs., 24 refs. 5 


A study of the microscopic and submicroscopic ana- 
tomy of the large cells characteristic of Gaucher’s 
disease, carried out at the University of Washington, 
Seattle, is described. 

In stained preparations and in unstained fresh cells 
examined with the phase-contrast microscope the cyto- 
plasm is seen to be filled with fibrillar structures which 
show some birefringence when viewed with polarized 
light. These “ fibrils’? as seen .under the electron 
microscope vary in width from a fraction of a micron 
to several microns and are branched, and section shows 
them to be many microns long. High magnification 
reveals dense-walled tubular structures, each measuring 
130 A in outside diameter, oriented along the long axis 
of the fibril. It is suggested that these components may 
represent the macromolecular lipid or lipoprotein units 
characteristic of the Gaucher cell. Pseudopodia and 
ridge-like projections of the surface membrane of the 
cells and micro-vesicles near the cell border, demonstrated 
by phase-contrast and electron microscopy, suggest that 
there is transport of some substance across the cell 
membrane. E. G. Rees 


1094. Exfoliative Cytology of the Colon and Rectum. 
Preliminary Report on the Rectal Washing Technique 

D. J. OAKLAND. British Medical Journal (Brit. med. J.] 
1, 1391-1394, June 15, 1957. 1 fig., 16 refs. 


- In reporting his experience and findings with exfoliative 

cytology of the colon and rectum at Queen Elizabeth 
Hospital, Birmingham, the author points out the diffi- 
culty of obtaining a representative specimen from an 
organ as large as the colon. Reviewing the literature 
from 1941 (reports before that date dealt with inflam- 
matory disease only), he finds that successful diagnosis 
by exfoliative cytology varies between 65°% and 90%. 

Examination of rectal washings obtained with the 
apparatus of Loeb and Scapier (Amer. J. Surg., 1951, 
81, 298; Abstracts of World Medicine, 1951, 10, 592) 
from 50 controls (patients with conditions unrelated to 
the large bowel) showed squamous cells in 64°%, columnar 
epithelial and goblet cells in 24°%, and degenerate, un- 
identifiable cells in 26%. Polymorphonuclear leuco- 
cytes were present in 12°% only. Rectal washings from 
19 patients with carcinoma of the rectum were obtained 
with a modification of the above-named apparatus; 
20 ml. of saline solution was used, and an equal amount 
of 90% alcohol was added to the washings to delay 
autolysis of the cellular content; smears were prepared 
from the spun deposit and stained with Papanicolaou 
stain EA65. In this series 79°% of the smears showed 
malignant cells, quite different in appearance from any 
cel.s seen in the control group. They had large nuclei, 
thickened cell membranes, and scanty cytoplasm, and 
resembled individual tumour cells. Rectal washings 
were also examined from 27 cases of suspected malignant 
disease of the colon. A correct cytological diagnosis 
was made in 9 of 12 operatively confirmed cases in this 
group; the lesion was situated in the caecum in one, 
the transverse colon in one, and the sigmoid colon in 7, 
One carcinoma being missed in each situation. A false 
positive result was obtained in one case in which other 
diagnostic tests established a diagnosis of procto- 
sigmoiditis. In another case malignant cells were 
identified, but although operation revealed a fixed ileo- 
caecal mass, biopsy did not confirm a diagnosis of 
carcinoma. A case in this series in which carcinoma 
was diagnosed on the strength of cytology alone is briefly 
reported. Abnormal columnar cells with enlarged 
nuclei and with an increase in chromatin and a decrease 
in cytoplasm were found in cases of proctitis, colitis, 
and diverticulitis. 

The author considers that adequate cleansing of the 
bowel by a soap enema is important with the rectal 
washing technique; 3 of the 5 false negative results were 
due to gross faecal contamination of the smear, making 
cellular identification impossible. He sounds a note of 
warning with regard to abnormal cells associated with 
inflammatory lesions. F. Hillman 


1095. Primary Intracranial Neoplasms. Prognosis and 
Classifications of 513 Verified Cases 

K. M. Earte, E. H. RENTSCHLER, and S. R. SNODGRASS. 
Journal of Neuropathology and Experimental Neurology 
[J. Neuropath.] 16, 321-331, July, 1957. 13 refs. 


VIRUSES 


1096. Cytopathic Effect on Primate and Rodent Tissue- 
cultures of Agent Isolated from Measles Patient 

J. Wricut. Lancet [Lancet] 1, 669-670, March 30, 
1957. 5 refs. 


In the investigation described in this paper from 
St. Ann’s General Hospital, London, the author con- 
firmed the observations of previous workers that measles 
virus can be isolated in tissue cultures of monkey kidney, 
in which it produces a particular cytopathogenic effect 
in forming syncytial giant cells after about 10 days’ 
incubation. The viru8 was maintained through eleven 
passages in tissue cultures of monkey kidney. At this 
level of passage the author found that when inoculated 
into kidney tissue cultures of hamster, mouse, and 
guinea-pig the typical cytopathogenic effect was pro- 
duced; no such effect was, however, observed in chick- 
embryo lung cultures. 

[The observation that measles virus can be propagated 
in cultures of tissues from other than primates is of 
particular interest in view of the fact that experimentally 
the disease has been found to be confined to primates.] 

J. E. M. Whitehead 


1097. Multiplication of Poliomyelitis and ECHO Viruses 
in Tissue Cultures Prepared from Human Amniotic Mem- 
branes. [In English] 

O. LAHELLE. Acta pathologica et microbiologica Scandi- 
navica [Acta path. microbiol. scand.] 40, 436-444, 1957. 
1 fig., 5 refs. 


The author reports upon the isolation and propagation 
of poliomyelitis and ECHO viruses in cultures of human 
amnion (epithelial cells) and of human embryo skin- 
muscle tissue (fibroblastic cells). Amnion was tryp- 
sinized and the cells grown in bovine amniotic fluid 
(B.A.F.) with 10°% human or 20% horse serum and 5% 
chick embryo extract or placental extract. Fragments 
of skin—-muscle tissue in plasma clot were grown in 
B.A.F. with 5°%% horse serum. Before virus inoculation 
both types of culture were washed twice with saline; 
B.A.F. with 2°%% calf serum was used as maintenance 
medium. Preliminary experiments indicated that human 
amnion cells might also be cultivated satisfactorily with 
25% tryptose—phosphate broth (“ difco”’) in Hanks’s 
salt solution with the addition of human serum and 
placental extract. 

Multiplication in amnion cells of poliomyelitis and 
ECHO viruses induced degenerative changes which were 
of similar appearance. These changes could be detected 
on the Ist or 2nd day after inoculation and became 
severe on the 3rd and 4th days. Finally, total cell 
destruction occurred. 

Two lines of ECHO virus (Strain Hole; 4th passage 
in fibroblastic or in epithelial cells) gave higher infectivity 
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titres in amnion-cell than in fibroblastic-cell cultures. 
Poliomyelitis virus (U3; 17th passage in fibroblastic 
cells) had the same titre in fibroblastic-cell as in amnion- 
cell cultures, but following 5 further passages in epithelial 
cells yielded higher titres in the amnion cultures. 

The two types of cell cuiture were inoculated with serial 
dilutions of 5 faecal specimens containing ECHO viruses 
and with 4 containing poliomyelitis viruses. The infec- 
tivity titres found in the epithelial cultures were about 
1 to 2 log units higher than those in the fibroblastic 
cultures. 

Altogether 72 faecal specimens from patients with 
aseptic meningitis or non-paralytic poliomyelitis were 
inoculated into the two types of cell culture; 13 ECHO 
virus strains and 19 poliomyelitis virus strains were 
isolated. All of these 32 strains were successfully 
isolated in amnion cultures, but from the fibroblastic 
cultures only 11 of the ECHO and 15 of the polio- 
myelitis virus strains were recovered. Non-specific de- 
generation occurred less frequently in the epithelial than 
in the fibroblastic cultures. 

Infectivity titrations in amnion cultures showed titres 
ranging from 107-17 to 108°83 IDso per ml. for 8 polio- 
myelitis viruses (3 of Type 1; 2 of Type 2; 3 of Type 3) 
and from 10817 to 108°63 IDso per ml. for 4 ECHO 
strains (all Type 6). Joyce Wright 


1098. ECHO Type 9 (New Member of Coxsackie Group 
Type A?) as a Cause of Epidemic Meningitis 

L. QuersIN-TuHiRY, E. NrHOUL, and F. DEKKING. Science 
[Science] 125, 744-745, April 19, 1957. 


During the summer and autumn of 1956 there occurred 
in Western Europe numerous outbreaks of aseptic 
meningitis often accompanied by a rash. The authors, 
working at the University of Amsterdam, examined 
specimens from 399 such cases in Belgium and Holland 
and recovered a cytopathogenic virus from 190 faecal 
specimens, 29 specimens of cerebrospinal fluid, and 6 
throat swabs. Evidence of a causal relationship of the 
virus to the disease was provided by its recovery from 
the cerebrospinal fluid, and by the development of 
neutralizing and complement-fixing antibodies against 
the virus in 112 and 37 pairs of sera, respectively, exa- 
mined so far. The virus was cytopathogenic for tissue 
cultures of human amnion cells, monkey kidney epi- 
thelium, monkey testis fibroblasts, and monkey epidi- 
dymis epithelium. No cytopathic effect was observed 
in various normal and malignant human and mouse cell 
lines. The virus was shown to be serologically identical 
with ECHO virus Type 9. Inoculation into suckling 
mice of most, but not all, strains, however, resulted in a 
myositis similar to that produced by the Coxsackie 
Group-A viruses. No serological relationship could be 
shown with viruses of Coxsackie Group-A Types 1 to 17 
and Type 19, nor with Group-B Types 1 to 5. The 
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authors suggest on the basis of the foregoing evidence 

that ECHO virus Type 9 should now be reclassified, 

probably as a new member of the Coxsackie Group A. 
J. E. M. Whitehead 


1099. Smallpox and Alastrim. Use of the Chick Embryo 
to Distinguish between the Viruses of Variola Major and 
Variola Minor 

D. Hevpert. Lancet [Lancet] 1, 1012-1014, May 18, 
(957. 2 figs., 15 refs. 


An investigation was undertaken at Liverpool Uni- 
versity with a view to eliciting differences between the 
virulence for laboratory animals of the viruses of variola 
major (classic smallpox) and of variola minor (alastrim). 
Five variola-major strains and 5 variola-minor strains 
were used; with one exception they had been isolated 
in England. The strains were compared as regards their 
virulence for the chick embryo when inoculated on the 
-horio-allantois. The experiments were performed with 
\irus from the 4th to 7th egg passage. The strains were 
‘ested in pairs, and in each comparative experiment the 
same egg passage was used for the two viruses, and the 
‘nfecting dose, as indicated by preliminary pock-counting 
methods, was approximately the same. 

It was found that on the 2nd or 3rd day after inocula- 
‘ion membranes infected with variola-major strains gave 
more virus than. did those infected with variola-minor 
strains, this difference never being greater than twofold. 
Virus was recovered from chick-embryo livers 24 hours 
after chorio-allantoic inoculation. From 48 hours after 
inoculation the livers of embryos infected with variola- 
major strains showed at least 50, and usually several 
nundred, times as much virus as did those infected with 
the variola-minor strains. Mortality of chick embryos 
was greater and death took place earlier after inoculation 
of variola-major strains. 

Intracerebral inoculation of mice (aged 1 to 5 months) 
with 3 strains of variola-major virus caused a higher 
mortality than did 3 strains of variola-minor virus, but 
the difference was not statistically significant. Intra- 
venous inoculation of comparable doses of either strain 
in rabbits showed no constant difference in the amount 
of virus recoverable from the blood. 

The author concludes that use of the chick embryo 
affords a means of distinguishing between variola-major 
and variola-minor virus strains and that the method 
could be of assistance in differential diagnosis, more 
particularly in isolated cases or in small outbreaks of 
smallpox. Joyce Wright 


1100. Far East Influenza 

C. E. G. Smitn, L. H. TURNER, and C. J. V. HELLIWELL. 
British Medical Journal [Brit. med. J.] 1, 1412, June 15, 
1957. 


This paper from Kuala Lumpur contains one of the 
first clinical and virological studies of the epidemic of 
influenza A which has rapidly spread from Hong Kong 
to Malaya and elsewhere in the Far East. As soon as 
the disease appeared in Singapore on May 4, 1957, 
influenza was made notifiable throughout the Federation” 
of Malaya, and by May 10 notifications were being 


received from most of the large towns; the rural areas 
were not, however, widely affected until some 2 weeks 
later. In each town the incidence rose sharply for 4 or — 
5 days, and then remained for 3 or 4 weeks at the high 
level of 500 to 1,000 per 100,000 of the population in the 
urban areas, and considerably less in the rural areas. 
At first, the majority of the affected patients were poor 
people living in crowded environments, but in the 4th 
and Sth weeks of the epidemic increasing numbers of 
patients were upper-class Asians and Europeans. Any 
racial difference in incidence seemed to be associated 
with the degree of exposure to the infection and not to 
immunity. The last outbreak of influenza in Malaya 
(in 1953) was due to A-prime virus. 

Clinically, the first complaint was usually of thirst, 
followed in 6 to 12 hours by sore throat which was 
characterized by bright red inflammation of the posterior 
pharyngeal wall. Some 3 to 6 hours later pyrexia, 
headache, body pains, and tonsillar enlargement de- 
veloped. A dry cough supervened, which by the 3rd 
day might be brassy and associated with tracheitis. 
Resolution began on the 2nd or 3rd day, with recovery 
on the 4th or 5th day. Vomiting was not marked. 
Several young children had meningism, and 3 in ‘this 
group died, with terminal convulsions and coma. The 
number of deaths attributable to this type of influenza 
is so far very small. In a few instances fever recurred 
on the 7th or 8th day. Symptomatic treatment with 
salicylates is stated to have been “ very effective ’’. 

Haemagglutinin inhibition tests with the first 3 strains 
isolated and with subsequent strains received from the . 
World Influenza Centre, London, and elsewhere showed 
that the new strains were unrelated to any of those for 
which antisera were available. A complement-fixation 
test with a representative new strain showed that it 
belonged to Type A. In paired sera from patients, how- 
ever, significant rises in antibody titre were found only 
against the new strains. [Presumably, therefore, the 
outbreak is due to a new mutant of Type 1-A virus.] 

H. Stanley Banks 


BACTERIA 


1101. The Metabolism of Nicotinic Acid in Mycobacteria. 
A Method for Differentiating Tubercle Bacilli of Human 
Origin from Other Mycobacteria 

K. Konno, R. KURZMANN, and K. T. Birp. American 
Review of Tuberculosis and Pulmonary Diseases [Amer. 
Rev. Tuberc.| 75, 529-537, April, 1957. 2 figs., 4 refs. 


Several strains of mycobacteria, including human and 
bovine tubercle bacilli, were grown in liquid culture 
medium for 40 days, and after filtration the nicotinic 
acid content of the culture filtrate and of the dried 
bacilli was estimated. Human tubercle bacilli syn- 
thesized at least 15 times as much nicotinic acid as any 
other type of bacterium. Ability of a micro-organism 
to synthesize nicotinic acid was not related to its degree 
of virulence or to its sensitivity to isoniazid. It is sug- 
gested that this is a simple way of differentiating human 
tubercle bacilli from ail other mycobacteria. 

E. G. Rees 
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1102. Staphylococcus aureus in the Faeces of Hospital 
Patients 


Q. Martruias, R. A. SHoorer, and R. E. O. WILLIAMs. 


Lancet [Lancet] 1, 1172-1173, June 8, 1957. 1 ref. 


In an investigation at St. Bartholomew’s Hospital, 
London, of the incidence of Staphylococcus aureus in the 
faeces of patients, nasal swabs and stools were obtained 
from 196 patients as soon as possible after admission. 
In 194 cases nasal swabs were examined within 3 days 
of admission, and 76 (39%) of these yielded Staph. 
aureus; in 142 cases stools were examined within 7 days 
of admission and 32 (23%) of these were positive. 
Patients with a positive stool harboured staphylococci 
in their noses more often than did patients with a 
negative stool; 49 out of 62 patients with at least one 
positive stool had a positive nasal swab, compared with 
49 out of 109 patients whose stools were consistently 
negative. Of 21 patients with staphylococci in the stool 
on more than one occasion, 16 (76°%) were also persistent 
nasal carriers. Some indication was found that “ the 
incidence of stool carriage increased with the time the 
patient had been in hospital”’. Staphylococci from 35 
patients were examined by phage typing. In 22 instances 
there were identical strains in the nose and stool on at 
least one occasion, and in a further 5 there were untypable 
strains in both sites; in 7 there were 2 different strains 
in the nose, and in one there were 3. Of 16 patients with 
strains of phage Group 1 in the nose, 7 yielded the same 
type in the stools. With Group 2 the corresponding 
figures were 6 and 4, and with Group 3, they were 13 
and 9. No relation was detected between nose or stool 
carriage and antibiotic treatment. 

The authors point out that the finding of a high per- 
centage of faecal carriers of the staphylococcus is of 
some importance in relation to the diagnosis of staphylo- 
coccal enterocolitis. .A positive stool culture, besides 
taking too long, is not as useful in the diagnosis of 
staphylococcal enteritis as the detection of clumps of 
Gram-positive cocci in stained films of the stool. 

R. F. Jennison 


SEROLOGY AND IMMUNOLOGY 


1103. A Hemagglutination Test for Detection of Adeno- 
virus Antibodies 

M. FRIEDMAN and C. R. BENNETT. Proceedings of the 
Society for Experimental Biology and Medicine [Proc. 
Soc. exp. Biol. (N. Y.)| 94, 712-717, April, 1957. 17 refs. 


The information presented shows that the HA [haem- 
agglutination] test can be utilized for determining 
adenovirus antibody response. The test may be carried 
out with heated adenovirus antigen and yields results 
which relate to a current adenovirus infection. Hem- 
agglutination antibody titrations can be performed at 
room temperature and readings may be made up to 
18 hours after the initial 2-hour incubation without 
change in titration end-points. Although the HA test 
does not achieve type specificity, this test appears to be 
more specific than the CF test. Huebner et al. have 
reported 74% to 90% heterotypic crossing in the CF test. 
The HA test reported here deals only with types 4 and 7 


adenovirus infections, and by extending these studies to 
include other adenovirus” type infections it may be 
possible to utilize this test more specifically to determine 
infections to other types. 

Based on preliminary data the HA test appears to be 
superior to the CF test in regard to determining infections 
in persons having CF antibodies in their acute serum 
due to previous adenovirus infections. The HA test 
and CF test show close correlation with respect to anti- 
body titer rises and time of antibody appearance so that 
the HA test appears to be comparable to the CF test in 
its diagnostic value. Studies are in progress comparing 
HA, neutralization, and CF antibody titer responses in 
Naval recruits who have received the adenovirus vaccine. 

Application of this HA technic to the immunology of 
other viruses should be considered. The ease of per- 
forming this test may provide a simple laboratory tool 
for determining serological responses to virus infections. 
—[Authors’ summary.] 


1104. Experimental Production of Diphtheria Toxin with 
the PW8 Strain in Submerged Culture. Communication 
I: Toxin Formation in Submerged Culture. (Onbit 
TOKCHHA B yCNOBHAX rny- 
6“HHOrO KynbTHBMpoBaHHA TlapK-Bunbamc 8. Coo6- 
1. B ycnoBHAx rny6HH- 
HOrO KYJIBTHBHPOBaHHA) 

P. V. Paviov and E. I. NekHorenova. /Kypuaa 
Muxpo6duonoeuu, Snudemuonozuu u 
[Zh. Mikrobiol.] 98-101, No. 4, April, 1957. 2 figs. 


At the Gamaleya Institute of Epidemiology, Moscow, 
the principle of submerged culture was applied to the 
production of diphtheria toxin by inoculating with 2-day- 
old cultures of the PW8 strain of Corynebacterium diph- 
theriae 10-litre flasks in which were 5 litres of Martin’s 
broth containing 0-75°% sodium acetate, an antifoaming 
agent, 1-5°% glucose, and 0-01°%% cystine. Sterile air was 
bubbled through the medium at the rate of 0-64 litre 
per litre of medium per minute. After 24 hours this rate 
was increased to a ratio of 0-8 to 1-0 v/v with the addition 
of 5 to 10% carbon dioxide. 

After 5 days a yield of 44 Lf per ml. of toxin was ob- 
tained. In unsubmerged control cultures the maximum 
toxin formation was obtained after 11 days’ incubation, 
with an Lf of 38 per ml. On addition of nicotinic and 
adipic acids the 5-day yield in submerged cultures was 
increased to 62 Lf per ml., while control cultures gave 
an Lf value of 32 per ml., that is, 49°% lower. The 
highest toxin yield was observed in the same basic 
medium containing nicotinic, pimelic, and glutamic acids, 
the Lf value reaching 76 ner ml., whereas the control 
value was only 31 Lf per mi. It appears that the addition 
of these amino-acids increases toxin yields only in sub- 
merged, aerated cultures, and is of no particular value 
when conventional culture methods are employed. 

K. Zinnemann 


1105. Stability of H. pertussis Vaccine Estimated by 
Mouse-protection Test - 

J. UNGarR and B: Basit. British Medical Journal (Brit. 
med. J.| 2, 500-501, Aug. 31, 1957. 1 fig., 4 refs. 
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Pharmacology 


1106. Clinical Comparison of Diamorphine and Phol- 
codine as Cough Suppressants by a New Method of 
Sequential Analysis 

E. S. SNELL and P. ArmiraGe. Lancet [Lancet] 1, cancel 
862, April 27, 1957. 1 fig., 4 refs. 


A “ restricted sequential procedure ”’ for the statistical 
analysis of the results of therapeutic trials is described, 
the chief advantage of which is that a trial comparing 
two therapeutic measures can be ended relatively quickly 
if their effects are either very similar or very different. 
The procedure also provides a method for limiting the 
trial in intermediate situations. 

This technique was used at Paddington General 
Hospital, London, in a comparison of the effects of 
(1) “‘lipect”, a preparation containing pholcodine, 
(2) linctus diamorphinae, B.P.C., containing diamorphine 
(heroin), 1/20 grain in 60 minims (3-24 mg. in 3-5 ml.), 
and (3) a placebo made up as (2), but without the dia- 
morphine, on 45 patients with chronic cough (31 with 
chronic bronchitis, 6 with pulmonary neoplasm, 3 with 
bronchiectasis, 3 with mitral stenosis, and 2 with chronic 
pulmonary tuberculosis). The dose of each preparation 
used was 120 minims (7-1 ml.). [The authors’ statement 
that the preparation of lipect used contained 4 mg. of 
pholeodine each dose’ would appear to refer to 
the manufacturer’s standard dose of ‘“‘ one 4-ml. tea- 
spoon” and not to the dose used in this trial, which 
presumably contained about double that amount of 
pholcodine unless a non-standard preparation of lipect 
was employed.] Each preparation in turn was given on 
2 successive nights, the order being varied at random 
and patients, physicians, and nurses being unaware of 
the identity of the preparations. 

The patients were asked to rank the three treatments 
in order of their effectiveness in suppressing cough and 
their preferences were analysed for pairs of drugs. On 
this basis the heroin and pholcodine preparations were 
found to be equally effective, and both more so than the 
placebo. Bernard J. Freedman 


1107. Alcohol as a Gastric Secretory Stimulant 

E. R. Woopwarp, C. RoBertson, H. D. RUTTENBERG, 
and H. ScHApPiRo. Gastroenterology (Gastroenterology) 
32, 727-737, April, 1957. 4 figs., 9 refs. 


Whereas in general alcohol has a depressive effect on 
the body, its action on the stomach is to stimulate acid 
secretion. Its mode of ‘action in the latter respect has 
been studied at the University of California Medical 
Center, Los Angeles. It was found that perfusion over 
a 24-hour period of 5 or 10% alcohol through one of 
two Heidenhain pouches of the body and fundus of a 
dog’s stomach did not cause any acid secretion from 
either pouch, but both pouches secreted acid when 
histamine was injected subcutaneously. Perfusion of 
alcohol through the pouch in animals prepared with 


single Heidenhain pouches did not cause the secretion 
of acid. However, the oral administration of alcohol 
or its intravenous injection did cause secretion, as also 
did perfusion of distilled water through the pouch. 
When alcohol was perfused there was considerabie 
absorption, giving blood levels about one-third of those 
obtained when the same amount was given intravenously. 
When 250 ml. of 5% alcohol was perfused through the 
isolated gastric antrumr the fundic pouches secreted 
copious amounts of acid after a latent period of 10 to 
30 minutes; perfusion with 10°% alcohol caused a some- 
what stronger response. There was no absorption of 
alcohol when a 5% solution was perfused through the 
antrum. 

Intravenous injection of alcohol did not cause secre- 
tion from the Heidenhain pouches in animals from 
which the antrum had been excised. Vagotomy did not 
affect the secretion of acid when alcohol was injected 
intravenously into animals with an intact antrum. 
Alcohol given intravenously to animals in which the 
gastric antrum and entire small bowel had been resected 
caused a gastric secretory response comparable with 
that obtained when histamine was injected sub- 
cutaneously. Section of the vagus nerve supplying the 
remaining stomach in such preparations did not affect 
the response to alcohol. In animals with a Thiry—Vella 
fistula of the duodenum perfusion of the duodenal loop 
with 5% alcohol caused a slight secretion of acid gastric 
juice from the Heidenhain pouch in 7 out of 10 experi- 
ments. Alcohol was rapidly absorbed in these experi- 
ments, the blood levels obtained being comparable with 
those recorded after intravenous injection of alcohol. 
Despite this good absorption, intravenous or oral ad- 
ministration of alcohol .to the same animals was more 
effective in causing gastric secretion. 

The authors discuss the findings in these experiments 
in relation to the treatment of gastric ulcer. 

P. A. Nasmyth 


1108. Therapeutic and Toxic Indexes of Digitalis. A 
Comparative Study of Gitalin and Digitalis Leaf 

J. W. BryFoGie, T. SANTILLI, H. A. SALTZMAN, and 
S. Bectet. New England Journal of Medicine [New 
Engl. J. Med.| 256, 767-773, April 25, 1957. 3 figs., 
20 refs. 


A pharmacological and clinical study of the digitalis 
glycoside gitalin was made at the University of Penn- 
sylvania with the object of comparing the therapeutic 
ratio of this substance with that of other digitalis glyco- 
sides. With a standardized intravenous infusion pro- 
cedure in the dog the lethal dose of gitalin was found 
to be about 7 times that of digoxin. The clinical study 
was concerned mainly with determining the effects of 
various maintenance doses of digoxin and of gitalin in a 
series of 37 patients with treated atrial fibrillation. 
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Different doses of gitalin and of digitalis leaf were 
administered during treatment periods of at least 6 
weeks. For each drug the satisfactory maintenance dose 
was taken as that with which the ventricular rate re- 
mained between 60 and 85 beats per minute after a 
period of rest, and did not rise unduly after exercise or 
administration of atropine. Full digitalization was not 
considered to have been attained in 16 cases, in 13 of 
them because of the intervention of toxic symptoms. 
In the remaining 21 cases the range of effective main- 
t2nance dose for gitalin was 0-25 to 1-5 mg. daily, and 
in general when the requirement of gitalin was high, so 
also was that of digitalis leaf. About one-half of these 
patients were maintained on a daily dose of 0:5 mg. of 
gitalin, and this was equivalent in effect to 0-1 g. of 
digitalis leaf. 

The toxic effects of the drugs were manifested by the 
development of premature ventricular contractions or 
other arrhythmias. ,In 7 of the 13 patients affected 
gitalin and digitalis proved to be equally potent and 
equally toxic, and in 5 of the others the preparation 
which was the more potent therapeutically was also the 
more toxic. 

It is concluded that the therapeutic ratio of gitalin in 
man is similar to that of digitalis leaf and that, in general, 
the therapeutic and toxic properties of cardiac glycosides 
are inseparable. Bernard Isaacs 


1109. Technic of Controlled Drug Assay Illustrated by 
a Comparative Study of Rauwolfia serpentina, Pheno- 
barbital and Placebo in the Hypertensive Patient 

A. P. SHAPIRO and H. C. Tenc. New England Journal 
of Medicine [New Engl. J. Med.| 256, 970-975, May 23, 
1957. 9 refs. 


A comparative investigation of the hypotensive effects 
of “ rauwiloid” (a derivative of Rauwolfia serpentina), 
phenobarbitone, and a placebo in 144 patients with mild 
to moderate hypertension was carried out at the Parkland 
Memorial Hospital, Dallas, Texas. The patients were 
divided at random into three groups, the first group 
receiving 2 mg. of rauwiloid 3 times a day, the second 
30 mg. of phenobarbitone 3 times a day, and the third 
a placebo identical in appearance with the other drugs. 
The patients attended at 3- or 6-weekly intervals, and 
neither they nor the examining doctors knew which 
preparation was being taken. At each visit blood 
pressure (mean of 5 measurements), pulse rate, and 
weight were recorded. The average duration of treat- 
ment was about 30 weeks. 

After treatment there was no significant difference in 
the systolic blood pressure between the three groups. 
The fall in diastolic pressure was, however, significantly 
different, the fall with rauwiloid being 10 mm. Hg 
greater than with the placebo and 5 mm. Hg greater 
than with phenobarbitone. The pulse rate fell signi- 
ficantly in patients who received rauwiloid, and in 
this group also there was a highly significant increase in 
body weight. 

Approximately one-third of the patients given rau- 
wiloid or the placebo and more than one-half of those 
given phenobarbitone “felt better”, but there was no 
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difference between the groups in the effects of the drugs 
on headache or cardiovascular symptoms. Side-effects 
were noted by 30% of patients receiving the placebo and 
by 62% of those receiving rauwiloid, the most common 
complaints in the latter group being nasal congestion 
and increased anxiety. 

The authors recommend this objective method of 
comparing the pharmacological effects of drugs, as it 
minimizes the influence of such factors as the doctor- 
patient relationship. T. J. Thomson 


1110. A New Quantitative Digitalis Tolerance Test 
Based upon the Synergism of Calcium and Digitalis 

R. M. NALBANDIAN, S. GORDON, R. CAMPBELL, and 
J. KAUFMAN. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 233, 503-512, May, 1957. 3 figs., 
28 refs. 


The synergistic action of calcium and digitalis with 
respect to electrocardiographic changes formed the basis 
of an investigation of levels of digitalization in dogs and 
man at Wayne State University College of Medicine 
and the Harper Hospital, Detroit. These electrocardio- 
graphic changes with calcium alone included alteration 
of P and T wave contours, changes in the ST segment, 
QRS amplitude and P-R intervals, and finally alterations 
in rate; the changes due to digitalis comprised varying 
degrees of heart-block, ventricular extrasystoles, and 
nodal rhythm. 

In the experiments 3 dogs were used as controls and 
received regular increasing doses of 10°% calcium glu- 
conate intravenously under constant electrocardiographic 
control. In 6 test dogs the acetyl strophanthidin 
tolerance with respect to the electrocardiographic 
changes was first determined. The dogs were then 
digitalized and electrocardiographic end-point changes 
determined, first with intravenous 10°% calcium gluconate 
and then with a complemental dose of acetyl strophan- 
thidin. The ratio of initial and complemental doses of 
strophanthidin was used as a measure of level of digitali- 
zation. In 3 further dogs a calcium gluconate tolerance 
test was performed after digitalization, and subsequently 
a single complemental dose of digoxin was administered 
to produce electrocardiographic changes, a similar ratio 
of initial and complemental digoxin being used to 
indicate level of digitalization. 

In the control dogs no electrocardiographic end-point 
changes occurred except with very high serum calcium 
levels. In the test dogs an almost linear inverse quanti- 
tative relationship was shown between levels of digitaliza- 
tion and the dose of calcium required to produce an 
end-point. 

Clinically, the calcium-—digitalis tolerance test was 
carried out successfully 16 times on 11 patients with 
congestive cardiac failure to determine the level of 
digitalization. The authors claim that this test can be 
used in partially digitalized patients to estimate the 
maximum additional dose of digitalis required for full 
digitalization. Any dangerous hypercalcaemia induced 
in the test can be rapidly corrected by intravenous 
administration of disodium ethylenediamine tetraacetic 
acid (sodium calciumedetate). Gerald Sandler 
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Chemotherapy 


1111. The Prophylactic Treatment of Malignant Disease 
with Nitrogen Mustard and Triethylenethiophosphoramide 
(ThioTEPA) 

G. O. McDona.p, C. Livincston, C. F. Boy.es, and 
W.H. Cote. Annals of Surgery [Ann. Surg.) 145, 624- 
629, May, 1957. 12 refs. 


The present authors, as well as others, have previously 
called attention to the danger of implantation of cancer 
cells into the suture line while resecting the colon for 
carcinoma, and also to the evidence‘that dislodged 
tumour cells are disseminated by local spread, venous 
drainage, and possibly lymphatics, at the-time of opera- 
tion. From the University of Illinois College of Medi- 
cine, Chicago, they now describe experiments which were 
designed to study the effect of alkylating agents in 
preventing the transplantation of animal tumours. A 
standard suspension of cells of the Walker rat 256 
carcino-sarcoma tumour was injected into the portal 
vein of female Sprague Dawley rats, this being followed 
by the injection of either 0-5 mg. of nitrogen mustard 
or 2 mg. of triethylenethiophosphoramide (thioTEPA) 
per kg. body weight at intervals of one minute, one hour, 
and 2 days afterwards, the routes of administration 
including the portal and systemic veins and the peri- 
toneal cavity. ThioTEPA appeared to be slightly more 
effective than nitrogen mustard in reducing the incidence 
of transmission of the tumour. The effectiveness of 
both substances was reduced by increasing the number 
of tumour cells injected and by delaying treatment for 
48 hours. 

In view of these favourable results, 45 patients with 
various types of carcinoma have been treated pro- 
phylactically with nitrogen mustard, one-quarter of the 
calculated: dose being given on the day of operation 
and the remainder over the next 3 days. Toxic reactions 
were much more common and more severe on the day 
of operation. No details of the clinical response are 
given, but the authors are hopeful that the risk of 
operative dissemination of tumour cells will be reduced 
by the use of these or other anticancer agents. 

Kenneth Gurling 


1112. A Comparative Evaluation of Sulfonamides 

C. W. DagscHNerR, J. L. CLARK, and E. M. Yow. 
Journal of Pediatrics [J. Pediat.) 50, 531-551, May, 1957. 
3 figs., 20 refs. 


Blood sulphonamide levels were compared following 
oral administration of sulphadiazine, sulphafurazole 
(sulfisoxazole), acetylsulphafurazole (acetylsulfisoxazole), 
a triple sulphonamide mixture, sulphaethylthiadiazole, 
sulphamethylthiadiazole, sulphadimidine, and sulpha- 
methoxypyridazine (“‘kynex”).  prolonged-action 
suspension of sulphaethylthiadiazole was used, sulpha- 
methoxypyridazine was given in tablets containing 0:5 g. 
crushed in water, and the other sulphonamides were 


given in flavoured aqueous suspensions. The patients 
selected for study were children aged 1 to 13 years 
suffering from illnesses commonly seen in general 


paediatric wards. 


After a specimen of blood had been taken for control 
purposes, a single oral dose of 100 mg. per kg. body 
weight of the particular sulphonamide to be tested was 
administered, and further blood specimens taken at 
1 hour and 2, 3, 6, 8,.and 24 hours. A multiple dose 
schedule was studied for sulphadiazine, sulphafurazole, 
acetylsulphafurazole, the triple sulphonamide prepara- 
tion, and sulphaethylthiadiazole. Initially 100 mg. per 
kg. body weight was given, then 50 mg. per kg. every 
6 hours for 72 hours, except in the case of sulphaethyl- 
thiadiazole, the doses of which were given every 12 hours. 
In 50 children the cerebrospinal-fluid (C.S.F.) concentra- 
tion of free sulphonamide was determined, the blood 
level being ascertained at the same time. 

No significant differences were observed between 
sulphafurazole, the triple sulphonamide mixture, and 
sulphaethylthiadiazole in the production of bacterio- 
static levels, provided slight differences in absorption 
were compensated for by differences in dosage. Lipid 
suspensions of acetylsulphafurazole, sulphadiazine, and 
the triple sulphonamide preparation produced higher 
levels than similar aqueous suspensions. Sulphaethyl- — 
thiadiazole in ‘* spansule”’ form given every 12 hours 
gave high and sustained levels. Blood levels necessary 
for the treatment of systemic infections were more diffi- 
cult to maintain with sulphamethylthiadiazole and 
sulphadimidine due to rapid excretion. Cerebrospinal- 
fluid levels were variable, but strikingly higher following 
intravenous or intramuscular administration. After a 
single oral dose of sulphamethoxypyridazine therapeutic: 
blood levels were found 36 hours later. 

Norval Taylor 


ANTIBIOTICS 


1113. Streptovaricin—I. Discovery and Billogic Activity 
P. Smurnorr, R. M. SmitH, W. T. SOKOLSKI, and G. M. 
SAVAGE. American Review of Tuberculosis and Pulmonary 
Diseases [Amer. Rev. Tuberc.] 75, 576-583, April, 1957.. 
1 fig., 3 refs. 


Streptovaricin, which forms the subject of this and 
the two following papers, is produced by a hitherto 
undescribed actinomycete isolated from soil collected in 
Dallas, Texas, and named Streptomyces spectabilis, n.sp. 
It can be resolved by paper chromatography into 5 
microbiologically active components, Fractions A, B, 
and C being active against a wide variety of Gram- 
positive, Gram-negative, acid-fast, and fungal organisms, 
whereas Fractions D and E have only a low activity. 
It is unstable in solution at 37° C., losing the greater 
part of its potency in the first 40 hours. Organisms have 
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been shown to become resistant to it during tests in vitro. 
It is claimed, however, that streptovaricin does not give 
rise to resistance to streptomycin or other antimicrobial 
drugs. E. G. Rees 


1114. Streptovaricin—II. Isolation and Properties 

G. B. WuirtrFieELp, E. C. OLson, R. R. Herr, J. A. Fox, 
M. E. Bercy, and G. A. Boyack. American Review of 
Tuberculosis and Pulmonary Diseases [|Amer. Rev. Tuberc.] 
75, 584-587, April, 1957. 3 figs., 4 refs. 


Streptovaricin is isolated from the culture filtrate by 
extraction with ethyl acetate and then precipitating it 
with hexane. It is redissolved in methylene chloride 
and reprecipitated with hexane. It is a bright yellow- 
orange material which has a characteristic ultraviolet 
and visible absorption spectrum. It is labile to alkali. 
Countercurrent distribution shows it to resolve into four 
peaks, one of which probably contains two components. 

E. G. Rees 


1115. Streptovaricin—IlI. In vivo Studies in the Tuber- 
culous Mouse 

L. E. RHULAND, K. F. STERN, and H. R. REAMEs. 
American Review of Tuberculosis and Pulmonary Diseases 
[Amer. Rev. Tuberc.] 75, 588-593, April, 1957. 1 fig., 
6 refs. 


Experiments in vivo revealed that streptovaricin 
afforded 100% protection to mice infected with Myco- 
bacterium tuberculosis var. hominis (H37Rv) at concentra- 
tions of 200 mg. per kg. Doses of 40 mg. per kg. 
administered orally or by the subcutaneous route 
afforded a significant degree of protection both against 
H37Rv and bovine tubercle bacilli. Fraction C proved 
to be the most active component of the streptovaricin 
complex. H37Rv tubercle bacilli failed to develop 
resistance in an experiment in vivo lasting 84 days, and 
studies in vitro showed that mycobacteria resistant to 
streptovaricin are attenuated for mice. E. G. Rees 


1116. Toxic Effect of Streptomycin upon Balance and 
Hearing 

T. CAWTHORNE and D. RANGER. British Medical Journal 
[Brit. med. J.) 1, 1444-1446, June 22, 1957. 10 refs. 


The toxic effects of streptomycin on the eighth cranial 
nerve system, particularly the vestibular part, are de- 
scribed in this paper from the National Hospital for 
Nervous Diseases, London. A patient aged 65 with 
pyelonephritis in the one remaining kidney lost all 
vestibular function after a total dose of only 3 g. of 
streptomycin sulphate in 3 days. The authors cite 14 
cases in which a dosage of 1 g. daily to a total of less 
than 20 g. was followed by toxic symptoms. They con- 
sider that the incidence of damage from streptomycin 
is increasing, especially in older people and patients with 
renal insufficiency, and they attribute this to the wider 
use of streptomycin as a result of sensitivity tests. Toxic 
symptoms are unlikely to occur if the daily dose of 
streptomycin does not exceed 0-5 g., although it is 
appreciated that in serious tuberculous infections as 
much as 1 g. daily may be necessary. I. Ansell 


1117. Serious Reactions to Novobiocin 
R. A. Bripces, H. BERENDES, and R. A. Goop. Journal 
of Pediatrics [J. Pediat.] 50, 579-585, May, 1957. 12 refs, 


The authors, in this paper from the University of 
Minnesota, Minneapolis, summarize the collected 
reports of complications attributable to novobiocin— 
mainly skin rashes, urticaria, and fever—the over-all 
incidence of which is 12-7%%, and add 4 cases of their 
own. Of the 4 patients, aged 54 to 15 years, 3 developed 
a skin rash after one week on a dosage of novobiocin of 
30 to 40 mg. per kg. daily. The fourth patient received 
2 g. every 12 hours for 8 days, and on the 6th day 
jaundice and a purpuric skin rash appeared; the patient 
died 5 days later. Necropsy revealed‘generalized lymph- 
node hyperplasia and acute diffuse hepatic necrosis, 
which were attributed to the novobiocin. 

Norval Taylor 


1118. Acute Immediate Reactions to Penicillin 
G. W. Lewis. British Medical Journal (Brit. med. J.) 
1, 1153-1157, May 18, 1957. 40 refs. 


In an investigation carried out under the auspices of 
the College of General Practitioners, London, members 
were asked to report any case of an acute immediate 
reaction to penicillin, such reaction being arbitrarily 
defined as one occurring within 15 minutes of the injec- 
tion. In the present paper the author has collected from 
the reports of several physicians 12 such cases occurring 
in general practice. The cases, which are described in 
some detail, are divided into three groups: (1) those 
taking the form of an anaphylactic reaction following 
the intramuscular injection of penicillin into a sensitized 
subject; (2) reactions attributed to accidental intra- 
vascular injection or ‘back seepage”’ in sensitized 
persons; (3) those thought to be due to the accidental 
rapid intravascular injection of procaine penicillin sus- 
pensions. 

The author recapitulates the usual precautions to be 
adopted in preventing these reactions, and suggests that 
the immediate initial treatment should include the injec- 
tion of 0-5 ml. of 1 in 1,000 adrenaline intramuscularly, 
the intravenous infusion of an antihistaminic or hydro- 
cortisone, and the administration of positive-pressure 
oxygen if required. Convulsions thought to be due to 
procaine are best controlled by intravenous barbiturates. 
He points out, however, that in many of the present 
cases the patient recovered without any specific treat- 
ment. I. Ansell 


1119. Absorption of Free Acid, Potassium and Benza- 
thine Phenoxymethylpenicillin after Oral Administration 
J. CoLquHouNn, E. C. Scorer, G. SANDLER, and G. M. 
WiLson. British Medical Journal (Brit. med. J.] 1, 1451- 
1452, June 22, 1957. 20 refs. 


The serum penicillin levels achieved after administra- 
tion of 60 mg. and 240 mg. respectively of phenoxy- 
methylpenicillin free acid half an hour before breakfast 
were studied at the Royal Infirmary and the University, 
Sheffield. The results obtained with the higher dose 
were also compared with those achieved with cor- 
responding amounts of the potassium and benzathine 
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salts of phenoxymethylpenicillin in 20 healthy volunteers. 
The potassium salt was most rapidly absorbed and gave 
the highest concentration. These values were lowest 
with the benzathine salt. With all three forms of 
penicillin the mean serum level persisted above 0-06 unit 
per ml. for as long as 4 hours. In 11 patients with 
pernicious anaemia the mean serum concentrations of 
the benzathine salt were higher than in healthy subjects. 
I. Ansell 


CHEMOTHERAPY OF TUBERCULOSIS 


1120. Tuberculostatic Effect of Calf Lung Fatty Acids 
on Human and Bovine Tubercle Bacilli 


R. A. PATNopDE and P. C. HupGins. American Review 


_ of Tuberculosis and Pulmonary Diseases [Amer. Rev. 


Tuberc.) 75, 630-637, April, 1957. 18 refs. 


An attempt has been made at the Veterans Administra- 
tion Hospital, Washington, D.C., to determine why 
cattle are resistant to human and susceptible to bovine 
tubercle bacilli. This has shown that fatty acids ex- 
tracted from calf lungs are more toxic for the human 
than for the bovine type of bacillus. From 100 g. of 
calf lung 175 mg. of mixed fatty acids was obtained. 
After fractionation of this material tests in vitro showed 
that the greater tuberculostatic activity rested with the 
saturated acids. Further analysis indicated that sphingo- 
myelin, which in beef lung contains only palmitic and 
lignoceric acids, was the responsible fraction, and that 
the palmitic acid was probably the active component. 

E. G. Rees 


1121. Combined Hypersensitivity Reaction to Sodium 
para-Aminosalicylate and Associated Antibacterial Drug 
Concurrently Administered 

A. A. CoHEN and S. H. Lawrence. Annals of Internal 
Medicine [Ann. intern. Med.| 46, 893-906, May, 1957. 
4 figs. 41 refs. 


The authors describe 3 cases of drug hypersensitivity © 


in tuberculous male patients aged 32, 34, and 23 years 
respectively, all of which occurred at the Veterans Ad- 
ministration Hospital, San Fernando, California. Case 1 
had isoniazid, 100 mg., and PAS, 4 g., thrice daily. 
On the 26th day generalized aching, chills, and fever 
occurred, associated with a red throat, enlarged lymph 
nodes in neck, axillae, and groins, palpable liver and 
spleen, and a faint scarlatiniform rash on the thorax. 
A relative lymphocytosis with atypical lymphocytes was 
noted; the heterophil antibody titre was never above 1:8. 
The syndrome recurred after both drugs had been stopped 
and then started again. Subsequent streptomycin 
therapy gave rise to no symptoms. Case 2 had a similar 
picture, but without rash, on the 16th day following 
treatment with isoniazid, 50 mg., and PAS, 4 g., thrice 
daily. Here also streptomycin was substituted without 
ill effect. In Case 3, in which there was a known allergy 
to penicillin, fever and malaise occurred 22 days after 
administration of streptomycin, 1 g. twice weekly, and 
sodium PAS, 12 g. daily. Oxytetracycline by mouth 
was added, and fever recurred on the 27th and 30th days, 
together with signs as in Case 1, the rash being maculo- 
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erythematous. Streptomycin and PAS were stopped 
and erythromycin substituted. On the 40th day strepto- 
mycin was given intramuscularly without untoward 
effect, but later attempts to restart PAS therapy pro- 
duced headache, pruritus, and urticaria. Subsequently, 
while receiving isoniazid, 300 mg. daily, and strepto- 
mycin, 2 g. weekly, the patient developed pharyngitis and 
lymphocytosis. 

The authors speculate on the cause of this type of 
reaction, which they suspect is non-specific, and suggest 
that “‘ the answer lies in some common metabolic path 
for these drugs, or in a disturbed reactive state of the 
patient ”’. I. M. Librach 


1122. Use of HeLa Cells Infected with Tubercle Bacilli 
for the Study of Anti-tuberculous Drugs 

G. C. SHEPARD. Journal of Bacteriology [J. Bact.] 73, 
494-498, April, 1957. 12 refs. 


In this paper from the Public Health Service, U.S. 
Department of Health, Education, and Welfare, Mont- 
gomery, Alabama, is described a method of tissue culture 
for the study of antituberculous drugs, the drugs exa- 
mined including cycloserine, isoniazid, pyrazinamide, 
PAS, streptomycin, tetracycline, and viomycin. The 
technique was as follows. HeLa cells were grown on 
cover-slips for one or two days in 40° human serum; 
they were then washed with 60°% balanced salt solution 
(B.S.S.) and a tissue culture medium consisting of 40°% 
horse serum was added. A suspension of tubercle bacilli 
(Strain H37Rv) in 0-05 ml. B.S.S. was then introduced. 
Next day the cover-slips were washed in B.S.S. and 
1 ml. of culture medium consisting of 40° human serum 
was added. Incubation was at 37°C. for 48 hours. 
The cover-slips were then washed in B.S.S., fixed in 
10% neutral formalin, and stained preparatory to micro- 
scopical examination. 

The drugs were employed in 5 different concentrations 
and according to 2 schedules: (a) early—the drug was 
present in the medium consisting of 40°% horse serum 
as well as in that consisting of 40°% human serum, and 
thus was present during and after phagocytosis; and 
(b) delayed—the drug was added to the medium con- 
taining 40°% human serum only—that is, after the bacilli 
had become intracellular. Minimal inhibitory con- 
centration was also determined in liquid bacteriological 
media in 5 ml. of “‘ tween ”’—albumin media, the same 
wre og being used and incubation being for one week 
at 37°C. 

The results showed that cycloserine, isoniazid, and 
pyrazinamide were fully effective against tubercle bacilli 
within the HeLa cells, whereas PAS, streptomycin, tetra- 
cycline, and viomycin were not. PAS and tetracycline 
also caused morphological changes in the cells themselves, 
therefore complete inhibition could not be determined. 
An interesting point brought out is that the most active 
compounds have lower molecular weights than the others. 

The author concludes that tissue culture is a useful 
method for examining the permeability of drugs, but 
cannot help with other important factors, such as 
absorption, excretion, conjugation, or inactivation. 

I. M. Librach 
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1123. The Liver in Infectious Mononucleosis 

B. H. SuLLIvAN, N. S. IrRey, V. J. PitecGi, R. I. CRONE, 
and J. R. Gipson. American Journal of Digestive 
Diseases [Amer. J. dig. Dis.| 2, 210-223, April, 1957. 
4 figs., 10 refs. 


To elucidate the question of liver involvement in 
infectious mononucleosis the authors have studied 22 
patients (age range 17 to 25 years) with this disease at 
the Letterman Army Hospital, San Francisco. Liver 
function tests were carried out at weekly intervals. 
Liver biopsy was performed 2 or 3 days after the diagnosis 
was established, and in 14 patients repeated 3 or 4 weeks 
later; in addition serum protein levels were determined 
by paper electrophoresis. The results were compared 
with those in a similar group of 30 patients with infective 
hepatitis. Findings were as follows. 

In infectious mononucleosis the histological features 
of the liver are usually quite distinct from those in 
infective hepatitis; only in very severe cases of the 
former disease or in subsiding phases of the latter is 
there any tendency for the appearances to merge. The 
essential features in infectious mononucleosis are the 
presence in the portal tracts and hepatic sinusoids of 
chronic inflammatory cells resembling lymphocytes, 
together with small numbers of piasma cells and poly- 
morphonuclear leucocytes. In contrast to infective 
hepatitis there is no structural damage of the paren- 
chyma, and Kupffer cells containing lipochrome are 
absent or few in number. Paper electrophoresis of the 
serum proteins in both diseases demonstrates a decrease 
in albumin and the presence of abnormal globulins 
migrating with mobilities intermediate between those of 
«2 and f globulin and those of 8 and y globulin. 

The authors state that their studies support the view 
that the hepatitis of infectious mononucleosis is very 
different from that of infective hepatitis. Abnormal 
results of flocculation tests do not, they consider, give 
a useful indication of the extent or duration of liver 
involvement and may be safely ignored in prescribing 
activity for the patient. They conclude that treatment 
of patients with infectious mononucleosis need not 
include prolonged bed rest and restriction of activity in 
an effort to avoid the development of chronic liver 
disease. A. Wynn Williams 


1124. Hypercalciuria following Poliomyelitis. Its 
Relationship to Site and Degree of Paralysis 

M. F. DuNninG and F. PLtum. A.M.A. Archives of 
Internal Medicine [A.M.A. Arch. intern. Med.| 99, 716- 


731, May, 1957. 5 figs., 27 refs. 


Hypercalciuria following poliomyelitis has been in- 
vestigated at the University of Washington School of 
Medicine, 54 adults and children, male and female, 
being studied for periods varying from 1 to 12 months 
during the acute and convalescent stages of the disease. 
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The paralysis in these cases ranged from mild cranial- 
nerve involvement to total quadriplegia, and the degree 
of immobilization varied from mild to severe. The 
calcium intake was restricted to, and in most cases 
reached, 500 mg. a day; otherwise diets were unregu- 
lated. A total daily intake of 2,000 to 2,500 Calories 
was aimed at, and protein was kept above 75 g. per day; 
fluids were forced, and daily urinary output ranged from 
1,500 to 3,000 ml. Measurements of 24-hour urinary 
excretion of calcium, phosphorus, and creatinine were 
made for varying periods; serum calcium, phosphorus, 
and alkaline phosphatase were analysed periodically in 
all cases. Normal values for maximum daily urinary 
calcium output were estimated at 250 mg. for men, 
i160 mg. for women, and 80 mg. for children. 

The results showed that in all cases studied immediately 
after the acute phase of poliomyelitis there was a signi- 
ficant increase in urinary calcium excretion, which 
reached a maximum within 2 to 8 weeks after the illness. 
The levels of this early hypercalciuria averaged twice the 
predicted normal urinary excretion for age and sex, and 
the rise was independent of the site or degree of paralysis 
or immobilization. In cases of bulbar and high spinal 
paralysis hypercalciuria ceased by the 14th week after 
onset of the disease, though in cases of severe paralysis 
it persisted for 12 months or longer. Excessive calcium 
excretion lasted for more than 15 months in only 2 
patients, both of whom had renal calculi. 

The findings of this study suggest that demineralization 
following poliomyelitis is initiated and maintained by 
systemic neuro-humoral factors, as yet not fully defined, 
which appear at least to supplement loss of stress or 
strain on bones caused by immobilization. 

R. G. Meyer 


1125. Poultry as Carriers of Q-Fever Rickettsiae in 
the Turkmenistan Republic. (TomawnHue Kak 
HOCHTeIM PHKKeTCHH Ky-nuxopaqKu B TypKMeHCKOH 
CCP) 

Z. M. ZHmayevA and A. A. PCHELKINA. /KypHaa 
Muxpo6duonoeuu, Dnudemuonoeuu u 
[Zh. Mikrobiol.] 39-41, No. 3, March, 1957. 1 fig. 


Q fever, and Rickettsia burneti its causative agent, 
were found in Turkmenistan in 1953 by a working party 
from the Gamaleya Institute, Moscow. On that occasion 
R. burneti was isolated from patients, from three species 
of tick, and from two species of wild rodent. 

In 1954 another working party investigated the epi- 
demiological role of hens in connexion with a small 
outbreak of Q fever in south-eastern Karakorum. The 
one common epidemiological factor was the eating of 
raw eggs by a considerable number of people for a 
prolonged period before the outbreak. In this locality 
hens are kept in clay huts, in which they are liable to 
get very hot, and the birds were found to be massively 
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infested with the tick Argas persicus, which is known to 
carry R. burneti. The injection into guinea-pigs of a 
suspension of the brain and liver of 2 cocks led after 
11 days to a rise in temperature in these birds which 
lasted for 2 weeks. R. burneti was seen in and isolated 
from the tissues of. the animals used in the second 
passage. The guinea-pigs’ serum gave a _ positive 
complement-fixation reaction in a titre of 1 in 8. A 
similar result was obtained by injecting ground-up egg 
shells and membranes but not by injecting egg yolk or 
white. It is concluded, therefore, that domestic fowls 
and their eggs have to be regarded as possible sources 
of R. burneti infection. K. Zinnemann 


1126. Bacterial Shock. A Clinical Analysis of Thirty- 
eight Cases 

J. A. Ezzo and W. A. Knicut. A.M.A. Archives of 
Internal Medicine [A.M.A, Arch. intern. Med.| 99, 701- 
707, May, 1957. 19 refs. 


In this paper from the University School of Medicine, 
St. Louis, Missouri, presenting a clinical analysis of 
38 cases of bacterial shock, the syndrome is defined as 
the physiological disturbance produced by invasion of 
the blood stream by bacteria or their products, mani- 
fested by peripheral vascular collapse. The diagnostic 
criteria in the present study were: (1) a systolic blood 
pressure lower than 85 mm. Hg with other signs of 
circulatory collapse (one of the patients was a known 
hypertensive, whose pressure fell precipitately from 
210/130 mm. to 110/60 mm.); and (2) a positive blood 
culture obtained during the hypotensive period. Among 
the 38 patients were 24 males (age range 44 to 85 years), 
and 14 females (age range 25 to 75 years); 11 patients 
were comatose on admission. Out of 37 cases in which 
a single organism was responsible, 14 were due to Gram- 
positive cocci and 23 to Gram-negative bacilli. The 
only universal finding was shock, other clinical features 
including rectal temperatures varying from 94° to 
to 107-4° F. (34-5° to 41-9° C.), chills, oliguria, vomiting, 
cyanosis, convulsions, headache, jaundice, flushing, and 
melaena. Antibiotics were given in large doses to all 
the patients, this treatment being initiated before the 
organism was identified or its sensitivity determined. 
Administration of blood, fluids, and electrolytes usually 
failed to have any noticeable effect, and the only vaso- 
pressor agent which produced satisfactory results was 
L-noradrenaline, which was given in concentrations of 
4 to 48 mg. per 1,000 ml. of fluid. The-results of steroid 
therapy, given in 23 cases, could not be definitely 
evaluated. 

The most common portal of entry of infection was 
the genito-urinary tract following urethral manipulation. 
Of the 25 patients in the series who died, only 3 had no 
marked infection at this site. The authors consider 
that the degree of inflammation at the portal of entry 
is an important factor in survival. R. G. Meyer 


1127. Therapy in Collapse Due to Meningococcus 
Infection 


J. E. Cassipy. Annals of Internal Medicine [Ann. intern. 
Med.] 46, 1099-1104, June, 1957. 11 refs. 


Z 


INFECTIOUS DISEASES 


1128. A Rare Case of Metastatic Ascaridosis of the 
Heart and of the Great Vessels. (Penkuit cnyuait mera- 
acKapHmosa Cepia KPyMHbIx CocymoB) 
Y. Y. Rasinovicw. Cosemcxaa Meduyuna [Sovetsk. 
Med.} 117-120, No. 1, Jan., 1957. 2 figs., 4 refs. 


The case is described of a child aged 2 who was 
admitted to hospital with a diagnosis of pneumonia and 
ascariasis and who, 6 days after admission, had an 
attack of convulsions, became unconscious, and died 
half an hour later, in spite of all treatment. At necropsy 
three adult ascarides were found in the heart, one in the 
right atrium, and one in the right ventricle, and the third 
macerated and 19 mm. long, occupying both chambers 
of the right side of the heart as well as the first part of 
the pulmonary artery. The macerated worm was en- 
veloped by a white thrombus and completely occluded 
the right branch of the pulmonary artery. In the liver 
was a large abscess, 3X 2-5 x2 cm., filled with greenish 
pus and containing 3 ascarides. The wall of the abscess 
was traversed by a large exposed vein. The biliary ducts 
were free from infestation, but the intestines contained 
15 worms. 

The author expresses the opinion that the parasites 
originally penetrated into the liver via the bile ducts 
and formed an abscess there. The necrotic process 
having destroyed the wall of a sufficiently large branch 
of the hepatic vein, the worms followed the venous 
return to the heart. Three other similar cases from the 
Russian literature and one from an [unnamed] American 
source are mentioned. A. Swan 


1129. The Specificity of the Kveim Reaction 
C. T. NELSON and B. Schwimmer. Journal of Investiga- . 
tive Dermatology [J. invest. Derm.] 28, 55-61, Jan. 
[received May], 1957. 10 refs. 


Kveim, in 1941, described a delayed cutaneous re- 
action in patients with sarcoidosis after intracutaneous 
injection of heated saline suspensions of sarcoid tissue, 
the reaction consisting in an indolent papule which is 
notable for its slow evolution and persistence and histo- 
logically has a sarcoid-like structure. In this paper from 
the Presbyterian Hospital and Columbia University, 
New York, the results of the Kveim test in 335 persons 
over a period of 7 years are summarized. Throughout 
the investigation a single Kveim suspension of established 
reactivity and specificity prepared from sarcoid spleen 
tissue was used. 

A positive reaction to the test was obtained in 53 
out of 72 patients with histologically-proved sarcoidosis. 
A positive reaction was also given by 53 out of 56 
patients tested during the active phase of the disease, 
and there were indications that the reactivity to Kveim 
antigen tended to lessen as the disease regressed. Only 
two false positive Kveim reactions were observed in 
a series of 234 patients without sarcoidosis; this group 
included 99 patients with active tuberculosis, only one 
of whom gavé a positive reaction to the test. In one 


patient with typical lesions of erythema nodosum at 
the time the Kveim test was performed and in whom 
beryllosis was later diagnosed the reaction to the test 
E. W. Prosser Thomas 
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1130. Primary Tuberculosis in the Young Adult. A 
Study of 160 Cases. (La primo-infection tuberculeuse 
du jeune adulte (étude de 160 cas)) 

A. Meyer, J. CHrETIEN, and D. KALFON. Revue de 
la tuberculose |Rev. Tuberc. (Paris)| 21, 22-38,Jan.—Feb. 
[received May], 1957. 3 figs., 13 refs. 


The authors report the findings in 160 young adults 
(68 male and 92 female) over the age of 15 years who 
were observed for 2 years at the H6épital Boucicaut or 
the Public Hygiene Clinics, Paris, following Mantoux 
conversion. The patients were divided into three groups: 
(1) those showing a*skin reaction but in whom there 
were no radiological abnormalities (43-5°%); (2) those 
who manifested hilar lymphadenopathy (18-59%); and 
(3) those who exhibited parenchymal lesions with or 
without pleural involvement (37:5%). There was a 
history of direct contact with a case of active tuber- 
culosis in 27 instances. 

The lesions appeared within 12 months of the tuber- 
culous skin reaction in more than two-thirds of the 
cases, and almost two-thirds of the cases were discovered 
during the winter months. The age of greatest fre- 
quency for both males and females was 20 years. In 
70° of cases there were symptoms, but 30% were asymp- 
tomatic. The site of the pulmonary lesion was in the 
posterior segment of the upper lobes in 80°% of cases, 
with hilar lymphadenopathy in less than 40%. Nearly 
all basal lesions were accompanied by enlarged hilar 
nodes. The sputum or gastric lavage was positive for 
tubercle bacilli on direct examination in 45°% and on 
culture in a further 36-6°%%. The authors discuss the 
difficulty of distinguishing these cases with apical disease 
from so-called cases of re-infection, in the absence of a 
history of contact or of recent Mantoux conversion. 

[The percentages given in this paper appear to apply, 
in most instances, only to the 60 patients admitted to 
hospital. I. Ansell 


1131. The Inadequacy of the Vollmer Tuberculin Patch 
Test in Adults 

J. E. Hutz and R. C. YounGc. Canadian Medical 
Association Journal [Canad. med. Ass. J.] 76, 718-720, 
May 1, 1957. 1 ref. 


The tuberculin reactions of 2,000 patients admitted 
to the Nova Scotia Sanatorium, Kentville, between May, 
1940, and January, 1954, have’odeen reviewed. All the 
patients had definite or suspected tuberculosis, and most 
of them were adults. On admission a Vollmer patch 
test was performed on the forearm; the patch was 
removed after 48 hours, and the result read after a 
further 48 hours. If the result was negative a Mantoux 
test followed with “first” strength P.P.D., and if the 
result was again negative *‘ second ”’ strength P.P.D. was 
used, repeated if necessary. In 25 instances the result 
of the Vollmer patch test was negative and no further 


investigation was carried out. In 58 instances there was 
a negative response to the patch test, but in 36 of these 
a positive reaction was obtained to first strength P.P.D. 
and in the remaining 22 a positive response to second 
strength P.P.D. In 5 instances the results of all the 
tests were negative. Thus if the patch test alone had 
been relied upon 88 patients would have been con- 
sidered non-tuberculous. 

In a series of 53 patients with positive sputum the 
results of the patch test were negative; in 21 of these 
the first Mantoux test also gave a negative reaction, and 
in 4 the results of all tuberculin tests were negative. Of 
the 5 patients in the total series in whom the responses 
were consistently negative (including the last group of 4), 
2 had advanced pulmonary disease, one had meningitis, 
one had sputum positive for acid-fast bacilli which were 
identified as saprophytic non-tuberculous organisms, and 
in one (without a positive sputum) non-tuberculous 
chronic empyema was diagnosed. 

The authors conclude that the Vollmer patch test as a 
screening procedure in adults may be not only inadequate 
but dangerous, unless every negative reactor is further 
subjected to the Mantoux test with either P.P.D. or old 
tuberculin. They state that they now use “ inter- 
mediate ”’ strength P.P.D. for the first Mantoux test in 
place of the “ first ’’ strength. V. Reade 


1132. Tuberculin Testing of Children by the Mother as a 
Step to Tuberculosis Control 
H. VotimMer. A.M.A. Journal of Diseases of Children 


[A.M.A. J. Dis. Child.] 93, 396-398, April, 1957. 16 refs. 
1133. Primary Miliary Tuberculosis of the Liver 

R. B. Terry and R. M. GuNNAR. Journal of the 
American Medical Association [J. Amer. med. Ass.| 164, 
150-157, May 11, 1957. 18 refs. 


The authors use the term primary miliary tuberculosis 
of the liver to indicate a condition in which there is 
haematogenous dissemination of tuberculosis to the liver 
with minimal involvement of other organs. They con- 
sider that the infection reaches the liver either by the 
portal vein or the hepatic artery. In this paper from 
Cook County Hospital, Chicago, they describe 12 cases 
seen between May, 1951, and August, 1955; in none 
of these was there radiological evidence of ** pulmonary 
tuberculosis, miliary or other”. The diagnosis was 
based on the presence of the following features in various 
combinations: pyrexia of unknown origin, hepato- 
megaly (although the liver was not necessarily tender), 
splenomegaly, episodes of arthralgia, fever, or skin 
eruptions, a “ full’? abdomen in contrast with wasting 
elsewhere, ascites (the protein content of the fluid being 
above 4 g. per 100 ml.), unexplained moderate anaemia 
and leucopenia, an unexplained increase in the serum 
gamma-globulin level with an abnormal response to 
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flocculation tests, and a positive reaction to the Mantoux 
test. If a diagnosis of primary miliary tuberculosis 
could not be excluded liver biopsy was carried out; but, 
ihe authors point out, this procedure need not neces- 
sarily be performed before starting treatment, since 
recognizable tubercle bacilli remain in the liver for 
weeks after successful therapy has been started. 

Treatment consisted in administration of isoniazid and 
PAS; in the more serious cases streptomycin was given 
as well, and if the prognosis was grave steroid therapy 
was instituted. The response to isoniazid was “‘ remark- 
ably good’; in 8 of the 12 patients recovery was com- 
plete and uneventful. Of the 4 patients who died, 3 
were chronic alcoholics. 

It is of interest that of the 12 patients, 8 were males 
E. Forrai 


RESPIRATORY TUBERCULOSIS 


(134. Clinical and Radiological Aspects of Bronchi- 
ectasis following Primary Tuberculous Infection. (Aspetti 
clinico-radiologici delle sequele bronchiectasiche della 
orima infezione tubercolare) 

G. MESCOLINI and M. CaraccioLo. Lotta contra la 
‘uberculosi [Lotta c. Tuberc.) 27, 46-79, Jan.—Feb., 1957. 
Bibliography. 


In this comprehensive survey, from the Carlo Forlanini 
institute, Rome, the authors discuss at considerable 
length the main clinical, pathogenetic, and radiological 
aspects of bronchiectasis following primary tuberculosis. 
An extensive bibliography covering the last 60 years is 
included. [Although no new light is thrown upon current 
problems, the authors have brought together a great deal 
of recent and useful work.] Franz Heimann 


1135. The Problem of Relapse in Pulmonary Tuber- 
culosis. (Le probléme des rechutes en tuberculose pul- 
monaire) a 

P. BourGeois and G. ROLLIN. Semaine des hépitaux de 
Paris [Sem. Hép. Paris] 33, 1536-1540, April 20, 1957. 


1136. Pulmonary Tuberculosis of Primarily Bullous or 
Cystic Type. (La tuberculose pulmonaire 4 forme bul- 
leuse ou kystique primitive) 

A. P. JaRNiou, A. MOREAU, and J. GaRRIGOU. Revue 
de la tuberculose [Rev. Tuberc. (Paris)| 21, 76-85, Jan.- 
Feb. [received May], 1957. 4 figs. 


The authors describe 7 young adult males aged 
between 21 and 29 who were admitted to the Percy 
Military Hospital, Paris, with an acute bullous form of 
pulmonary tuberculosis. These cases, from which 
tubercle bacilli were eventually isolated, resembled 
staphylococcal pneumonia in their early stages, and in 
fact Staphylococcus albus was isolated from 2 of them. 
The bullae, which were bilateral in 3 cases and unilateral 
in 4, were unaccompanied by other parenchymatous, 
mediastinal, or pleural involvement except in one case. 
Bronchoscopy revealed no visible obstructive lesion. 
The abnormal radiological appearances disappeared 
completely within 4 to 6 months after combined therapy 


with streptomycin, PAS, and isoniazid. Bronchography 
at the end of treatment revealed occasional distal bronchi- 
ectasis, but no residual cavities. I. Ansell 


1137. Pulmonary Tuberculosis following Gastric Re- | 


section 
H. Frucut, P. KUNKEL, and H. M. Spiro. Annals of 


Internal Medicine [Ann. intern. Med.] 46, 696-705, April, 
1957. 13 refs. 


Among 1,000 patients admitted to the tuberculosis 
unit of the West Haven Veterans Administration Hos- 
pital, New Haven, Connecticut, since 1953, it was found 
that 17 had previously undergone total or subtotal 
gastrectomy. Of these, of whom 16 had pulmonary and 
one had miliary tuberculosis, 2 died of the disease and 
6 had far advanced lesions with a poor prognosis; the 
remaining 9 patients had only minimal to moderately 
advanced disease and the prognosis was good. The 
clinical histories showed that of the 17 patients, 13 
developed their tuberculosis within 4 years of the gastric 
operation, 8 of them within 2 years. In the remaining 
4 patients the illness appeared 5, 8, 10, and 13 years 
respectively after operation. Seven of the patients were 
chronic alcoholics. [However, these findings provide no 


definite proof that gastrectomy leads to increased suscep- — 


tibility to tuberculosis or to the reactivation of tuber- 
culosis.] The authors suggest that a posterior gastro- 
enterostomy and vagotomy may be a better operation 
than partial gastrectomy for patients with active tuber- 
culosis who urgently require surgical intervention. 
Kenneth M. A. Perry 


1138. Relapses after Resection for Pulmonary Tuber- 
culosis 

A. M. W. HEKKING. Thorax [Thorax] 12, 73-78, March, 
1957. 4 refs. 


Pulmonary tuberculosis is notorious for its liability to 
relapse after treatment. Even after resection the liability 
still exists, though it is less than after collapse therapy. 
From this point of view the author analyses the results 
of resection in 525 cases of pulmonary tuberculosis 
operated on at Dekkerswald Sanatorium, Groesbeek, 
Netherlands, during 1949-53 and followed up for at 
least 2 years. Most patients had preliminary bed rest 
and ‘“‘ tuberculostatics ’” for several months, and com- 
pleted a sanatorium course of 5 to 7 months after opera- 
tion. [Chemotherapy is not described.] Of the 525 
patients, 32 (6%) died, 26 from operation or its com- 
plications and 6 from intercurrent disease; 422 (80%) 
remained healthy and fit for work, and a further 44 
recovered after complications or relapses, so that in 
1956 a total of 466 (89°%) were considered cured. There 
were 39 relapses (7-4°%)—that is, reactivation with newly 
positive sputum after a period of recovery with fitness 
for work. This is compared with a relapse rate of 13°% 
found in a previous investigation of 24,156 patients 
treated, mostly conservatively or with collapse therapy, 
in Dutch sanatoria during 1946-51. 

In the present series no relation between the relapses 
and sex or age was found. Relapse appeared more 
likely in those who had previously relapsed, and most 
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likely between one and 3 years after resection, but did 
not appear related to the extent of resection. There 
was no reason to assume that stretching of residual lung 
increased the liability. The risk was higher when the 
resected tissue had contained cavities. The statistics did 
not establish that relapse was more likely in residual lung 
containing palpable or radiological visible disease than 
in residual lung which had appeared clear. 

The author is of the opinion that relapses in pulmonary 
tuberculosis are endogenous, and that after-care should 
be of adequately long duration. M. Meredith Brown 


1139. The Results of Viomycin Treatment in 23 Cases 
{of Pulmonary Tuberculosis]. (Résultats de la viomycine 
(a propos de 23 cas)) 

M. Bariéty and J. Pouter. Revue de la tuberculose 
[Rev. Tuberc. (Paris)] 21, 7-21, Jan.—Feb. [received May], 
1957. 8 figs., 40 refs. 


The results of the treatment with viomycin of 23 
patients with pulmonary tuberculosis at the Hétel-Dieu, 
Paris, are described; 16 of these patients were fresh cases, 
but the others were chronic cases some of whom had 
relapsed. In the latter group viomycin was usually given 
alone because of previous therapy with streptomycin, 
PAS, and isoniazid. The antibiotic was administered 
in a dosage of 1 g. every other day for an average period 
of 3 months, the maximum dosage being 108 g. over 
9 months. In 11 of the patients there was marked 
radiological improvement as a result of the treatment, 
while improvement in the general condition and regres- 
sion in the radiological appearances was noted in 8 
others; 3 of the remaining patients appeared to derive 
no benefit and one continued to deteriorate. Allergic 
reactions occurred in 3 cases—a 30°% eosinophilia, a 
scarlatiniform rash, and an erythemato-papular rash 
respectively, but none of these necessitated the with- 
drawal of treatment. Fortnightly performance of blood 
counts, liver and renal function tests, and blood sugar 
level estimations gave normal results. There were no 
labyrinthine disturbances. The authors conclude that 
viomycin, although less active than streptomycin or 
isoniazid, is a valuable antituberculous drug of little or 
no toxicity in the dosage used. I. Ansell 


1140. Follow-up of 100 Cases of Pulmonary Tuberculosis 
with Cavitation Pronounced Cured by Prolonged Anti- 
biotic Therapy Alone. (L’avenir de cent tuberculoses 
cavitaires déclarées guéries par la seule antibiothérapie 
prolongée) 

P. VERAN, M. Lucas, and C. MoIGNETEAU. Revue de la 
tuberculose [Rev. Tuberc. (Paris)| 21, 39-49, Jan.—Feb. 
[received May], 1957. 


This paper describes the follow-up results in 100 cases 
(in 65 men and 35 women, of whom 82 were between 
20 and 50 years of age) of pulmonary tuberculosis with 
cavitation, 72 being recent cases and 28 cases that had 
relapsed following previous treatment. All the patients 
had been treated for periods varying from 8 months to 
2 years with different combinations of dihydrostrepto- 
mycin, isoniazid, and PAS, without collapse therapy or 
resection, and had been regarded as cured. The period 


of follow-up varied from 6 months to 34 years, 65 of 
the cases being followed up for at least 18 months. 

The over-all relapse rate was 179%, being only 13% 
among non-alcoholics but rising to 33°% among chronic 
alcoholics. Relapses appeared within.8 to 26 months 
after “‘cure”. There were 12 relapses among those 
treated for 8 to 12 months, 5 among those treated for 
12 to 18 months, and no relapse among the 24 patients 
treated for 18 to 22 months. Neither the form of 
treatment, nor the extent or severity of the lesion ap- 
peared to influence the relapse rate. Relapses were 
more common among patients who exhibited groups of 
nodular lesions radiologically, and cavities appeared at 
the same site or near the previous lesion. The relapsed 
cases usually responded to further chemotherapy, in 
some instances with artificial pneumothorax, collapse 
therapy, or surgical resection. I. Ansell 


1141. Contribution to the Clinical and Experimental 
Study of Oxytetracycline, Alone or in Combination with 
Other Drugs, in the Treatment of Tuberculosis. (Con- 
tribution a l’étude clinique et expérimentale de la terra- 
mycine, seule ou associée, dans le traitement de l’infection 
tuberculeuse) 

Y. TOUSSAINT-FRANCX. Acta tuberculosea Belgica [Acta 
tuberc. belg.| 48, 113-138, April, 1957. 26 figs., 31 refs. 


The author describes the results of treatment with 
oxytetracycline at the Institut “‘ Dr. Derscheid ”’, Water- 
loo, Belgium, of 33 patients suffering from advanced 
pulmonary tuberculosis in whom the causative organisms 
had become resistant to streptomycin and isoniazid after 
receiving these drugs [presumably in incorrect combina- 
tion]. The patients were given 2 g. of viomycin twice 
weekly and 1 g. of oxytetracycline daily in four divided 
doses for periods of from 2 to 5 months [the duration 
of treatment is given in only a few cases]. Toxic effects 
consisted chiefly in mild gastro-intestinal upsets. Sensi- 
tivity tests with oxytetracycline showed that the organisms 
always remained sensitive to 6:25 yg. of the antibiotic 
per ml. of solid Dubos medium [no sensitivity results are 
given for viomycin]. Clinically, 21 out of the 33 patients 
(67:7°%%) improved in general condition, and of the 23 
patients with positive sputum, this became negative in 12 
[presumably on culture, though this is not stated]; 
cavities, however, closed in only 15%, while there was 
slight to good radiological improvement in 399%. Typical 
case histories of 8 patients are presented. 

In animal experiments, of 16 rabbits inoculated with 
virulent cultures of tubercle bacillus, oxytetracycline in 
doses of 10 or 20 mg. per kg. body weight had a pro- 
tective effect in 2 animals only. 

[The good results obtained with viomycin and oxy- 
tetracycline in a proportion of patients resistant to 
streptomycin and isoniazid have been paralleled in the 
abstracter’s published experience, though not in that of 
others. The dosage of 1 g. of oxytetracycline daily 
given in the present study seems quite inadequate, and 
according to previously published reports has usually 
led to resistance to viomycin. It is therefore most un- 
fortunate that there is no mention of viomycin sensitivity 
results in the author’s paper.] Arnold Pines 
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1142. Complement-fixation Test with Erythrocytes of the 
Polar Deer. (Peakuua CBA3bIBaHHA C 
OJIEHA) 

T. A. DEMCHENKO. Becmuux Jepmamoaoeuu u Bene- 
ponoeuu [Vestn. Derm. Vener.] 37, No. 2, March-— 
April, 1957. 


In the climatic conditions of the re Far North 
sheep and guinea-pigs are difficult to.breed and feed. 


The author, in this communication from the Experi- 


mental Dermato-Venerological Institute of the R.S.F.S.R. 
Ministry of Health, therefore describes a modification of 
the classic Wassermann reaction in which erythrocytes 
of the Polar deer and haemolytic serum obtained from 
immunized rabbits are used. However, because the 
usual methods of preservation of defibrinized sheep 
blood were found ineffective for the blood of Polar deer, 
the following formula is suggested by the author for this 
purpose: glucose 0-8 g., boric acid 0-8 g., and mag- 
nesium sulphate 2 g., dissolved in 20 ml. of normal saline 
solution for each 80 ml. of blood. 

It is stated that this preparation will preserve deer’s 
blood for 3 months at 4° C. and for 2 months at room 
temperature. 

Haemolytic serum of high titre (at least 1 in 1,500) 
was prepared by repeated immunization of rabbits at 
intervals of 4 months with 509% suspension of deer 
erythrocytes. The serum so obtained was preserved for 
one year by the addition of 4% boric acid. 

A comparison of the results obtained with this modified 
complement-fixation test on 17,108 samples of serum 
and cerebrospinal fluid with those of the Wassermann 
and Kahn reactions as controls showed a divergence 
between the two methods of only 1%. 

H. Makowska 


1143. The Use of the Antigens of Reiter’s Treponeme in 
the Serology of Syphilis and in the Study of the Pheno- 
mena of Allergic Sensitization. (De l’emploi des anti- 
génes du tréponéme Reiter dans la sérologie de la syphilis 
et dans l’étude des phénoménes de sensibilisation aller- 
gique) 

P. GASTINEL, A. VAISMAN, A. HAMELIN, and F. DUNOYER. 
Annales de dermatologie et de syphiligraphie [Ann. Derm. 
Syph. hi 84, 153-158, March-April, 1957. 1 fig., 
4 refs. 


In continuation of their previous study (Ann. Inst. 
Pasteur, 1956, 90, 249; Abstracts of World Medicine, 
1956, 20, 187) the authors have now investigated, at the 
Institut Alfred-Fournier, Paris, another Italian product 
known as soluble treponemal protein antigen (A.T.P.S.) 
prepared from Reiter’s treponeme by d’Alessandro and 
Dardanoni. The sensitivity of this antigen in com- 
plement-fixation reactions was found to be equal to that 
of treponemal suspensions, and manipulation was easier. 


In a series of trials rabbits sensitized by three intra- 
peritoneal or subcutaneous injections of suspensions of 
living Reiter’s treponemes were tested 10 days after the 
final injection by the intradermal administration of a 
concentrated suspension of living and of heat-killed 
treponemes and A.T.P.S. A red, infiltrated, allergic 
reaction appeared in 48 hours-and persisted for 3 days. 
The A.T.P.S. reaction was still positive after 55 days 
and in a modified form after 198 days, while control 
reactions were negative. Tests with freeze-dried and 
ultrasonically killed treponemes and other antigens gave 
no reaction. In a second series of experiments syphilitic 
rabbits infected with syphilis 55 to 880 days previously 
gave a positive reaction with A.T.P.S., even amounting 
in some cases to some central necrosis, after 724 days. 
Reiter’s treponeme antigen produced a lesser reaction, 
heat-killed treponemes giving a negative reaction after 
55 days, but living treponemes a strong positive one after 
147 days. The German “ pallida’ antigen gave a 
smaller reaction, but luetin produced no reaction. Skin 
tests were then performed with A.T.P.S. and luetin on 
15 syphilitic patients in various stages of infection. In 
no case did A.T.P.S. invoke the slightest positive re- 
action, whereas luetin revealed allergic sensitization in 
patients with tertiary syphilis. 

In a warning note the authors point out the particular 
facility with which rabbits are sensitized, and also that | 
sensitization of human subjects is much more specific 
than that of the rabbit. It is concluded, however, that 
A.T.P.S. has a place in the serological diagnosis of 
syphilis, in which it is inferior only to the treponemal 
immobilization test. F. Hillman 


1144. Positive Serologic Tests for Syphilis. True or 
False Positive Reactions 

E. R. Trice and R. W. Fow.kes. Virginia Medical 
Monthly [Va med. Mon.) 84, 219-221, May, 1957. 
12 refs. 


1145. The Serology of Syphilis with an Antigen Con- 
sisting of Cultured Treponemes Disintegrated by Ultra- 
sonic Vibration (T.U.S.). 1. Evolution of Anti-T.U.S. 


_ Antibodies in the Course of Syphilitic Infection. (La 


sérologie de la syphilis avec un antigéne constitué de 
tréponémes de culture désintégrés par les ultra-sons 
(T.U.S.). 1. Evolution des anticorps anti-T.U.S. au 
cours de l’infection syphilitique) 

R. PAutrizeLt, F. BONNARDOT, and F. SZERSNOVICZ. 
Annales de I’ Institut Pasteur [Ann. Inst. Pasteur] 92, 586- 
596, May, 1957. 3 figs., 17 refs. 


In the preparation of the antigen here described from 
the Faculty of Medicine, Bordeaux, bulk cultures of the 
Reiter treponeme are grown anaerobically for 9 days 
in thioglycollate broth with added rabbit serum, the 
organisms being then separated by centrifuging. After 


349 


| 
| a 
} 


350 


being washed several times in saline the treponemes are 
suspended in a small volume of 0-3%% phenol-saline and 
disintegrated by exposure to ultrasonic waves. After 
further centrifuging at 2,000 r.p.m. for 10 minutes to 
remove gross particles the supernatant fluid constitutes 
the antigen, which is stable for up to 2 years when 
stored at 6°C. It has been used in the Kolmer com- 
plement-fixation test, the stock antigen being further 
diluted to 1 in 10 parts of saline before use. It is said 
not to be anticomplementary. 

Serial tests were carried out on sera from rabbits which 
had been infected by intratesticular inoculation with the 
Nichols strain of Treponema pallidum, some animals 
being left untreated, others given a curative dose of 
penicillin after 3 to 5 weeks, while a third group were 
treated 4 to 12 months after infection. The behaviour 
of the antitreponemal (A-T) antibody was compared 


with that of reagin, as shown by the Kline and Kolmer ~ 


tests. The A-T antibody was often found to develop 
earlier and to rise more rapidly in titre than reagin. 
When the rabbits were treated early in the infection the 
A-T antibody titre fell rapidly and indeed disappeared 
while reagin was still demonstrable. In those treated 
late after infection the A-T titre fell, but to a lesser degree 
than that of reagin, and the treponemal complement- 
fixation reaction tended to be positive after reagin reac- 
tions had become negative. Similar patterns of behaviour 
of the two antibodies were found in serial tests on sera 
from patients treated for early and late syphilis. 

When suspensions of intact Reiter treponemes are 
used as antigens the antibody is thought to disappear 
before reagin in cases of treated late syphilis, and to 
persist longer than reagin in patients with treated early 
syphilis. Because of these differences it is thought that 
the lysed and intact organisms may detect different 
antibodies which are distinct from reagin and immo- 
bilizing antibody. A. E. Wilkinson 


1146. Trends in Cardiovascular Syphilis 

A. Rimsa and G. C. GrirritH. Annals of Internal 
Medicine {Ann. intern. Med.] 46, 915-924, May, 1957. 
21 refs. 


The study here reported was undertaken to determine 
trends in incidence, diagnosis, treatment, and prognosis 
in cardiovascular syphilis. In the 10 years 1945-54 at 
the Los Angeles County Hospital 1,002 patients were 
admitted with a diagnosis of cardiovascular syphilis, 
the records of 954 of them being sufficiently detailed for 
analysis. During the period the incidence of cardio- 
vascular syphilis decreased by 47%. 

Approximately 27% of the 954 patients were found to 
have syphilitic aortitis, 49-5°% syphilitic aortic insuffi- 
ciency, 9°3°%% aortic insufficiency associated with syphilitic 
aneurysm, and 14% syphilitic aortic aneurysm. Com- 
plications in order of frequency were congestive heart 
failure, hypertension, and angina pectoris. Serum tests 
for syphilis gave positive results in 82°% of the patients; 
radiological findings were normal in only 8-8% of 633 
patients examined. 

The authors consider that penicillin is the drug of 
choice for the treatment of cardiovascular syphilis, and 
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it is noteworthy that no typical cases of therapeutic 
shock or Jarisch-Herxheimer ‘reaction were observed 
after treatment with penicillin. In many instances 


radiological examination evidenced the halting of pro- ~ 


gressive lesions, and this was confirmed in many cases 
by microscopical findings at necropsy. Necropsy, per- 
formed on 275 of the 521 patients who died, showed a 
decrease in lymphocytic and plasma-cell infiltration of 
the aortic wall in those cases of aortitis where penicillin 
treatment had been given at least 10 weeks before death. 
Coronary ostial stenosis occurred in 83°% of the male 
and in only 17% of the female patients, and it was 
noted that coloured patients—especially women—have 
less tendency to develop coronary stenosis. 

As expected, prognosis as to long-term survival was 


best in the younger age groups, but it was noted that the — 


presence of hypertension decreased the period of survival 
after diagnosis to 2-4 months under the average for the 
group. True diastolic hypertension in aortic aneurysm 
was a particularly unfavourable sign. 

G. L. M. McElligott 


1147. Evaluation of the Treatment of Neurosyphilis with 
Penicillin and Fever Therapy. (Ocena wynikéw leczenia 
kily ukladu nerwowego penicylina i goraczka na pod- 
stawie analizy plynu mézgowo-rdzeniowego) 

J. Tempski, Z. OLsZEwskA, and J. HEYKOPOREBSKI. 
Przeglad Dermagologii i Wenerologii (Przegl. Derm. 
Wener.] 7, 39-47, Jan.—Feb., 1957. 27 refs. 


After reviewing some recent published work [no 
British work is mentioned] on the treatment of neuro- 
syphilis with penicillin the authors discuss their own 
results, obtained at the Dermatological Clinic of the 
Medical Academy, LédZ, Poland, in 76 cases of neuro- 
syphilis. The patients were followed up for one to 4 
years, with examination of the cerebrospinal fluid 
(C.S.F.) every 6 to 12 months. Only changes in the 
C.S.F. were accepted as confirmation of improvement, 
regardless of changes in the clinical picture. Of the 76 
patients, 51 were treated with penicillin only in a dosage 
of 300,000 units daily to a total of 6, 9, or 12 mega 
units; all the patients in this group had some organic 
disorder, such as active tuberculosis or hepatic, renal, or 
cardiovascular disease, which was regarded as a contra- 
indication to fever therapy. The remaining 25 patients 
received the combination of fever therapy and penicillin 
treatment. 

Of the total of 76, the treatment was unsuccessful in 
28 cases (36°8°%%), 6 patients showing no improvement, 
14 very slight improvement, 2 exacerbation, and 6 
relapsing in respect of C.S.F. changes. The failure rate 
for the combined treatment was 28°%, whereas that for 


treatment with penicillin alone was 41-2%. The best. 


results were obtained in asymptomatic neurosyphilis, less 
good results in tabes dorsalis, and the poorest results in 
cases of cerebrospinal syphilis and of progressive paresis. 
H. Makowska 

1148. Syphilis in Pregnancy, with Special Emphasis on 
Serologic Problem Cases 

A. G. LiGHTER. American Journal of Obstetrics and 
Gynecology [Amer. J. Obstet. Gynec. 74, 139-147, July, 
1957. 8 refs. 
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1149. Serum Electrolytes and Proteins in Kwashiorkor 
W. M. Powirzer and S. WaysBuRNE. British Journal of 
Nutrition [Brit. J. Nutr.] 11, 105-111, 1957. 1 fig., 4 refs. 


Serum electrolytes were investigated in 63 patients 
suffering from advanced malnutrition (kwashiorkor), of 
whom 11 died. No correlation was found between the 
degree of oedema and serum sodium or potassium levels. 
No correlation was found between the severity of diar- 
rhoea and the serum sodium levels. The serum potas- 
sium level was reduced in subjects suffering from diar- 
1hoea, and severe hypokalaemia was present in 4 of the 
il fatal cases. There was only limited correlation 
between the changes in total serum protein and albumin 
and subsidence of oedema.—[Authors’ summary.] 


(150. The Serum Lipids in Kwashiorkor—I. Neutral Fat, 
Phospholipids and Cholesterol 

i. SCHWARTZ and R. F, A. DEAN. Journal of Tropical 
Pediatrics [J. trop. Pediat.| 3, 23-31, June, 1957. 2 figs., 
23 refs. 


Serum lipid levels were determined in 20 children 
(aged 15 to 30 months) under treatment for kwashiorkor 
of different grades of severity at Mulago Hospital, Kam- 
pala, Uganda. In 17 of these children the serum protein 
level was below 5 g. per 100 ml. and that of albumin 
below 2 g. per 100 ml. Serum amylase values were low 
in all cases. During the investigation the patients 
received 20 to 50 g. of protein and 50 g. of sugar daily. 
No extra fat was given in 14 cases, but 6 children had 
cotton-seed oil at some time during their treatment. 
Bleeding was carried out regularly in 14 cases. 

Total serum lipid levels averaged 532 mg. (range 366 
io 653 mg.) per 100 ml. initially, and rose to a maximum 
within 10 days of 969 mg. (range 791 to 1,485 mg.) per 
100 ml. The value fell between the 25th and 35th days 
‘Oo a minimum of 644 mg. (range 468 to 815 mg.) per 
100 ml., the normal value for this age group being 
674 mg. per 100 ml. In 6 children the final rise in level 
of total lipids was absent. Similar changes were found 
in the phospholipid level: initially 145 mg. per 100 ml., 
rising to a peak of 206 mg., falling to 151 mg., and rising 
at the end of treatment to 180 mg. per 100 ml. (normal 
200 mg. per 100 ml.). Changes in neutral fat level were 
more marked, the corresponding figures being 241, 486, 
272, and 380 mg. (normal 192 mg.) -per 100 ml.; total 
and ester cholesterol also showed these fluctuations in 
level, but the total cholesterol values were at all times 
below normal (105, 190, 147, and 176 mg. (normal 
217 mg.) per 100 ml.), while those of cholesterol ester 
were normal at all times except initially (91, 220, 180, 
and 217 mg. (normal 194 mg.) per 100 ml.). 

The characteristic pattern of lipid levels was not 
affected by the fat content of the diet. The rapid rise 
in level of total lipids occurred even in children with 
anorexia in the first few days of treatment. The authors 
explain these findings on the basis of the release of fat 


and cholesterol from tissues as an early result of success- . 
ful treatment. It was not possible to investigate this 
explanation by liver biopsy, but, if it is true, the signi- 
ficant feature of kwashiorkor may be an inability to 
mobilize fat rather than an accumulation of fat in the . 
liver. M. Lubran 


1151. Anaemias of the Tropics. Relation to Iron Intake, 
Absorption and Losses during Growth, Pregnancy and 
Lactation 

H. Foy and A. Konpr. Journal of Tropical Medicine 
and Hygiene [J. trop. Med. Hyg.] 60, 105-118, May, 1957. 
1 fig., bibliography. 


Haemoglobin estimations were made and other clinical 
investigations carried out on 7,110 subjects of both sexes 
selected at random from a labouring population of 
comparable economic status in India, Ceylon, and East 
Africa. Invalids, infants, and the very aged were ex- 
cluded. Anaemia was widespread and severe. Haemo- 
globin levels ranged from 4-0 to 15-8 g. per 100 ml., 
with a mean of 11-5 g. per 100 ml, Levels below 8 g. 
per 100 ml. were found in 14% of the population under 
review. In 85°% normal to low mean corpuscular 
volumes (M.C.V.), mean corpuscular haemoglobin 
values (M.C.H.), and mean corpuscular haemoglobin 
concentrations (M.C.H.C.), with erythronormoblastic © 
marrow and normal vitamin-B;2 (cyanocobalamin) 
levels, were observed; in these, 15 to35 gr. (1 to 2-3 g.) 
of ferrous sulphate by mouth daily for 2 to 4 months 
produced a satisfactory response. The remaining 15°% 
had normal, high, or low M.C.V., M.C.H., and M.C.H.C. 
with megaloblastic marrow, and responded to folic acid 
or vitamin B,2 orally. Iron-deficiency anaemias were 
the rule in hot, damp areas; megaloblastic anaemias 
with low to normal serum vitamin-B;2 levels were rela- 
tively more frequent in the cooler regions. Greater 
haemoglobin values were found at higher altitudes, and 
are considered an acclimatization phenomen6n rather 
than an indication of any diminution of anaemia. 

Uncertainty is expressed as to the aetiology of iron- 
deficiency anaemia. Lack of iron in the diet being ruled 
out, the following factors are considered: (1) Poor 
absorption of iron. Stress is laid on the variations in 
the ratio of calcium, phosphorus, iron, and phytic acid 
in the diet and the presence of phytase in the food and 
its production by intestinal bacteria. (2) Excessive 
dermal or other losses of iron over long periods on 
account of the climate. The most important loss is in 
the sweat, of which 2 to 11 litres daily may be produced. 
Sweat examined by the authors contained 0-3 to 6-0 mg. 
of iron per litre. (3) Pregnancy and lactation at an 
early age. The lower haemogiobin values in women are 
partly accounted for by menstrual losses, but an impor- 
tant cause appears to be pregnancy and lactation occur- 
ring below the age of 19 years, when rapid growth and 
expanding blood volume coincide; 80% of the Indian 
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women were below the age of 20 and pregnant. The 
demands of the foetus are fairly balanced by the 
cessation of menstruation, and iron losses during lacta- 
tion are of importance only when menstruation appears 
again. (4) Blood loss due to intestinal parasitism. The 
authors emphasize that the anaemia of malaria is not an 
* jron-deficiency anaemia and can be cured by antimalarial 
treatment alone. A relationship between hookworm 
disease and anaemia has yet to be established with 
certainty, and no evidence for its existence was found in 
the present survey. (5) Quantitative and qualitative 
protein changes in the diet. These play at most a 
secondary part in the genesis of tropical anaemias. 
Malnutrition was not seen and liver biopsies showed no 
significant changes. Total serum protein values were 
normal in most cases, but when low levels were found 
protein administration alone produced no response. All 
cases responded to iron, folic acid, or vitamin B,2, but 
some needed a protein supplement to achieve completely 
normal values. 

Finally, the authors make a plea against the use of the 
term “‘ nutritional’ anaemia, which they consider un- 
specific and confusing, and then briefly discuss the 
economic importance of anaemia in the tropics and 
possible means of prevention. 

[An abstract cannot do justice to this stimulating 
article, which combines fresh thought and a great number 
of clinical observations with a thorough survey of the 
pertinent literature, there being 150 references.] 

Max Mayer 


1152. Effect of Vitamin-B Complex on Healthy People 
in a Warm Climate 

E. M. Gtaser and B. H. Livetr. British Medical 
Journal [Brit. med. J.] 1, 1331-1332, June 8, 1957. 
18 refs. 


Working at the University of Malaya, Singapore, the 
authors set out to test the possibility that supplements 
of vitamins of the B group might improve the health 
of persons living in warm climates. The theory that a 
vitamin-B deficiency may exist in such circumstances is 
based on a number of observations. For example, the 
urinary excretion of thiamine is known to be greater 
during hot than cold weather. Moreover, the deep body 
temperature is higher in the tropics, so that the utilization 
of nutrients, especially of these vitamins, might be 
expected to be increased. Such a deficiency might 
explain the syndrome of tropical fatigue, and indeed 
the association of mild general symptoms with slight 
vitamin deficiencies was reported among soldiers 
serving overseas during the war, while the existence of 
undiagnosed sprue-like conditions in some inhabitants 
of the tropics might also give rise to deficiency of the 
vitamins of the B group. However, the theory has 
_ never been conclusively proved. 

Tests were therefore carried out on 70 male and 
9 female medical students (two-thirds Chinese, the rest 
Indians, Sinhalese, Malays, or Eurasians) eating normal 
diets which appeared to be quite adequate. For 2 weeks 
all were given vitamin-free tablets; for a further 6 weeks 
one-half continued to receive these while the other half 


were given tablets containing 7 individual members of 
the vitamin-B complex combined with a liver fraction. 
Six weeks after the completion of this test it was repeated 
but with the two groups reversed. At the beginning of 
the experiment and at weekly intervals during it each 
student completed a questionary about his or her health. 
At the end of the experiment blood samples from 
33 students (all Chinese males), 15 of whom had received 
the vitamins in the second test, were analysed for 
cholinesterases, the serum cholinesterase level being 
regarded as a sensitive indicator of the state of nutrition. 

The vitamin supplements produced no significant effect 
on subjective well-being or the incidence of minor illness. 
There was a significant rise in the mean plasma 
(“ pseudo ”’) cholinesterase level among those who had 
been taking the vitamins recently, but no change in the 
erythrocyte (“ true ”) cholinesterase level. The identity 
of the nutrient causing this change and the significance 


of the rise are not known. John Yudkin 
1153. First Field Trial of 377 C 54, a New Antimalarial 
Compound 


L. J. BRuce-Cuwatrt and L. J. CHARLES. British Medical 
Journal [Brit. med. J.] 2, 23-26, July 6, 1957. 2 figs., 
7 refs. 


A new compound, 377C54 (2:5-bis-(cyclohexylamino- 
methyl)-naphthalene-1 : 6-dioldihydrochloride), has been 
shown (Brit. J. Pharmacol., 1957, 12, 171) to be a rapidly 
acting schizonticide in laboratory malaria infections. 
The field trial now reported was carried out on 316 
African school-children in Lagos during the rainy season; 
96°5°% had Plasmodium falciparum in the blood, 20-7 to 
32:2% P. malariae, and 2:1% P. ovale. Groups of 
about 40 children were given doses of 300, 200, or 
100 mg. of the drug on a single occasion or on two suc- 
cessive days; a further group received 100 mg. of chloro- 
quine for comparison. A group of 20 children, given a 
placebo, served as acontrol. The effect on parasitaemia 
was studied by blood examinations daily for the first 
3 days and then weekly for 4 weeks. Effects on the size 
of the liver and spleen, body weight, parasite density 
index, and gametocyte count were also studied. 

From the comparative clearance rate, 377C54 had 
about one-third to one-half of the potency of chloroquine, 
a figure which agreed with the results of laboratory tests. 
The speed of action of the 100-mg. dose was equal to 
that of chloroquine, and higher doses acted significantly 
faster. The rate of reappearance of parasitaemia and 
the absence of effect on the size of the spleen suggested 
that the drug was eliminated more rapidly than chloro- 
quine. 377C54 acted directly on all the erythrocytic 
forms of P. malariae and P. ovale and on the asexual 
forms of P. falciparum. Gametocytes of P. falciparum 
decreased in numbers gradually and were probably 
affected indirectly. An experiment on 4 children 
exposed to the bites of Anopheles gambiae infected with 
P. falciparum showed that 377C54, like the 4-amino- 
quinolines, had no effect on sporozoites. No side-effects 
were noted apart from the bitter taste of the drug and 
nausea and vomiting in 8 children who took the tablets 
on an empty stomach. L. G. Goodwin 
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1154. Preliminary Evaluation of a New Corticosteroid 
in Allergic Diseases 

H. SHERwoop and R. A. Cooke. Journal of Allergy [J. 
Allergy] 28, 97-101, March, 1957. 1 ref. 


A new synthetically-prepared corticosteroid compound, 
diacetate (“triamcinolone ”’), a significant feature of 
which is the hydroxyl group at the 16 position, has been 
iried in the treatment of allergic diseases at the Roosevelt 
Hospital, New York. It was given to 17 patients, mostly 
asthmatics, who had been maintained previously with 
prednisone or prednisolone in daily doses ranging 
irom 5 to 20 mg. With daily doses of 3 to 15 mg. of 
triamcinolone 9 showed no improvement, while 8 had 
less cough, wheezing, and dyspnoea accompanied by 
an increase in vital capacity. There was no tendency 
io water retention, moon-face, hirsutism, hypertension, 
mental aberrations, or gastro-intestinal discomfort. 
Although the new compound has been found by rat-liver 
glycogen assay to be 18 to 36 times more potent than 
hydrocortisone, the authors estimate its potency in asthma 
to be, weight for weight, twice that of prednisolone. 

H. Herxheimer 


1155. Leukocytic Transfer of the Immediate Types of 
Allergic Reaction in Man. I. Techniques for the Local 
Passive Transfer of Atopic Hypersensitiveness through the 
Use of Leukocytes and Their Derivatives 

M. WALZER, K. L. BowMAN, and S. STROYMAN. Journal 
of Allergy {J. Allergy) 28, 206-219, May, 1957. 9 refs. 


The authors describe, from the Jewish Hospital of 
Brooklyn, New York, their technique for the local pas- 
sive transfer of atopic sensitivity by means of leuco- 
cytes and their defivatives. In initial studies it was 
found that suspensions of leucocytes from subjects 
sensitive to ragweed or timothy grass injected into 
normal subjects caused severe inflammatory reactions 
lasting for 5 days and longer, and that these tended to 
prevent the accurate reading of the passive transfer test 
carried out later on. However, when the suspension 
of leucocytes was washed, subjected to fragmentation, 
and extracted, the inflammatory reaction to the extract 
at the injection site in the recipient was mild and per- 
mitted testing after a few days. The antigenic action 
of this extract was much milder than that of the leucocytic 
suspension. H. Herxheimer 


1156. Liberation of End Histamine in Man 
J. Lecomte. Journal of Allergy [J. Allergy] 28, 102-112, 
March, 1957. 1 fig., 22 refs. 


The substance used as histamine liberator in this 
investigation reported from the University of Liége is a 
mixture of three oxyphenylmethyloxyphenylbutylamines. 
In two of these the hydroxyl group of one of the two 
phenyl ‘rings is replaced by a double-bond oxygen. 
This substance, designated “‘ L 1935’, was given intra- 


venously to 40 non-allergic subjects. Rapid injection of 
0-1 mg. per kg. body weight caused erythema of the 
neck and face, a sensation of heat in the head, but no 
change in the pulse rate or blood pressure. Rapid 
injection of 0-5 mg. per kg. caused itching of the whole 
body with widespread erythema, an increase in the 
pulse rate, and a fall in blood pressure. This reaction 
lessened after 10 minutes and disappeared within an 
hour. If the intravenous injection was spread over a 
period of 30 to 45 minutes there was no reaction, and if 
5 injections, each of 0-3 mg. per kg., were given at 
intervals of 60 minutes the reaction decreased with each 
successive injection until no reaction was observed. 
This refractory state was maintained if the dose was 
increased to 0-5 mg. per kg., and lasted from one day 
to5days. After one rapid injection the plasma histamine 
level increased to about twice the normal standard and 
returned to normal within 15 minutes. Previous treat- 
ment with mepyramine or promethazine led to a con- 
siderable decrease in the violence of the reaction to 
rapid injection. 
As the symptoms of anaphylactic shock are similar to 
those observed after administration of L 1935, it is con- 
cluded that anaphylactic shock is caused by the liberation 
of histamine. H. Herxheimer 


1157. Passive Cutaneous Anaphylaxis (PCA) in the 
Guinea Pig. An Immunologic and Pathologic Study 

J. P. Fisher and R. A. Cooke. Journal of Allergy [J. 
Allergy) 28, 150-169, March, 1957. 18 figs., 36 refs. 


In this paper from the Roosevelt Hospital, New York, 
the authors discuss the phenomenon of passive cutaneous 
anaphylaxis in the guinea-pig. If serum of a sensitized 
animal is injected into a skin site in a guinea-pig a 
mixture of the antigen and indian ink can be injected 
intravenously or intracardially 30 minutes or more later, 
the resulting local reaction being termed passive 
cutaneous anaphylaxis. Within 50 to 90 seconds the © 
skin site becomes erythematous by an instant distension 
of capillaries and venules, while the arterioles are not 
affected. Leucocytes. and erythrocytes accumulate and 
congest capillaries and venules; extravasation of cells 
and plasma occurs, causing oedema which gradually 
increases during the following 6 hours. The absence of 
an arteriolar response is characteristic for passive 
cutaneous anaphylaxis in contrast to the Arthus 
phenomenon where it is present. Passive cutaneous ana- 
phylaxis cannot be elicited by human or animal anti- 
serum capable of sensitizing human skin. It can be 
elicited only by serum containing antigen capable of 
sensitizing guinea-pig smooth muscle, and the antigenic 
action is neither quantitatively nor qualitatively related 
to the precipitin content. H. Herxheimer 


Correction.—In the title of Abstract 323 (page 99 of the August 
issue, for ‘lung degeneration”’ read “lung denerva EDITOR. 
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1158. Differential Serum Vitamin B,> Concentrations in 
Mothers and Infants 

W. P. Boer, G. M. Bayne, L. D. WriGut, and G. D. 
Beck. New England Journal of Medicine [New Engl. J. 
Med. 256, 1085-1087, June 6, 1957. 2 figs., 7 refs. 


In this paper from Norristown State Hospital, Penn- 
sylvania, an investigation is reported of the vitamin-B,2 
(cyanocobalamin) concentration in 96 paired samples of 
sera from mothers and infants (umbilical cord blood), 
Lactobacillus leichmannii being used for microbiological 
assay. The average vitamin-B;2 level in the serum of 
the infants was approximately twice that in the mothers. 
In 89 cases the value for the infant was higher than that 
for the mother, the difference in some cases being as 
much as sixfold. In some infants the level was very 
high; thus in 28 samples the vitamin-B,2 value was 
above 1,060 jug. per ml., which is the “ upper band of 
95°%, confidence limits for normal adults ”’. 

The serum vitamin-B;2 level in 35 healthy non- 
pregnant women was determined, and the results con- 
firmed a previous finding that there is a fall in the level 
during pregnancy. F. W. Chattaway 


1159. Some Postprandial Effects of Eating Various 
Phospholipids and Triglycerides 

J. R. O’Brien. Lancet [Lancet] 1, 1213-1216, June 15, 
1957. 20 refs. 


Experiments were carried out on 8 healthy volunteers 
aged 20 to 40 years to determine the effect of the ingestion 
of various fats on the lipid content and clotting time of 
plasma. Blood samples were taken before and after 
meals of various fats of different degrees of saturation 
(cod-liver oil, soybean oil, coconut oil, eggs, and an 
extract of phospholipids from soya beans called “* aso- 
lectin ”’). 

The plasma levels of free and combined cholesterol in 
all fasting and lipaemic specimens showed no significant 
changes. The oils, except coconut oil, produced a rise 
in the total fat content and lipid phosphorus level, with 
shortening of the “ stypven”’ time (clotting time of plasma 
to which Russell’s viper venom (stypven) has been 
added), cod-liver oil having the greatest effect. The 
results were not dependent upon the degree of saturation 
of the fatty acids. Coconut oil, made up of short-chain 
fatty acids, had a different action, lengthening the clotting 
time and producing a much smaller increase in total 
fatty acids. 

After the ingestion of eggs the changes in clotting time 
and increases in total fatty acids were equivalent to those 
produced by twice as much triglyceride. Asolectin con- 
siderably shortened the stypven time, slightly increased 
the total fatty-acid content, and raised the serum phos- 
phorus level to that produced by 24 times as much tri- 
glyceride. Small quantities of asolectin, which caused 
no detectable chemical changes, produced definite 
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changes in clotting time. These effects were thought 
to be due mainly to the high phospholipid content of 
eggs and asolectin. Thus the phospholipids are con- 


' siderably more active weight for weight than the tri- 


glycerides in shortening the stypven time. It is suggested 
that the stypven time is primarily a measure of the level 
of certain phospholipids in the plasma. 

A. Gordon Beckett 


1160. Serum Cholesterol in Japanese Coal Miners. A 
Dietary Experiment 

A. Keys, N. Kimura, A. KusuKAWA, and M. YosHITOMI. 
American Journal of Clinical Nutrition [Amer. J. clin. 
Nutr.] 5, 245-250, May-June, 1957. 1 fig., 4 refs. 


Eighteen Japanese coal miners at Shime, Japan, were 
studied before, during and after a dietary experiment in 
which, for 11 days, their habitual diet was altered by the 
isocaloric substitution of 50 g. of butter or margarine 
for a part of their customary rice. Seven of the men 
received butter, 6 of them had a margarine made from 
animal fats (mainly whale oil), and 5 received an all- 
vegetable margarine. The iodine values of these added 
fats were: butter 35, margarine~A 39, vegetable mar- 
garine 37 and the corresponding contents of linoleic 
acid glyceride’were 3, 10, and 7°%%. The extra fat raised 
the average intake of these miners from 10-3 to 249% 
fat cal. Their work and other living habits were un- 
changed. The dietary change produced an average rise 
of 17-1 6°6 mg. of total cholesterol per 100 ml. of blood 
serum and there were no significant differences between 
the effects of the several fats. The control cholesterol 
average was 147-1+7-2 mg. per 100 ml. so the rise was 
11-6% in 11 days. Separate analysis of the cholesterol 
in the alpha and beta lipoprotein fractions showed no 
significant change in the distribution resulting from the 
dietary change. 

Comparison with dietary experiments in Minnesota 
indicated that the response seen in these Japanese men 
was comparable to that observed in Minnesota men.— 
[Authors’ summary.] 


1161. Population Studies on Serum Cholesterol and 
Dietary Fat in Yugoslavia 

J. Brozex, R. Buzina, and F. Mixié. American Journal 
of Clinical Nutrition [Amer. J. clin. Nutr.| 5, 279-285, 
May-June, 1957. 20 refs. 


Serum cholesterol was determined in clinically healthy 
subjects in three localities of rural Croatia, markedly 
differing in the fat content of the diet. Two of the areas 
were closely similar in the total amount of fat, estimated 
at 85 to 100 g. per day, but differed sharply in the kind 
of fats used. In the “ animal-fat’’ area (N=79), over 
90% of the fat intake was of animal origin. It was 
consumed in the form of lard, fat pork meat, smoked 
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bacon and ham, and dairy products. In the “‘ olive-oil ” 
area (N=66) this vegetable oil, containing a substantially 
higher proportion of unsaturated fatty acid, covered a 
similarly high proportion of the total fat consumption. 
There was very little of dairy products and sea fish served 
as a principal of fresh meat. In the third, “* low-fat ” 
area (N=64) both animal and vegetable oil were used, 
in a total amount estimated to be below 50% of that 
consumed in the other two regions. 

Statistical analysis indicated that (1) significant linear 
age trends in serum cholesterol were present, (2) within 
the given age limits (19 to 59 years), there was no signi- 
ficant departure from linearity in the age trends of serum 
cholesterol for any area, (3) differences between linear 
slopes were not significant, but (4) the level of regression 
lines was significantly higher in the ‘‘ animal-fat ’ than 
in the “ low-fat ’’ or the “ olive-oil’’ areas. The cor- 
responding age-adjusted values of serum cholesterol for 
age 40 years were 239, 211, and 201 mg. per 100 ml. 
respectively.—[Authors’ summary.] 


1162. Macroglobulinaemia 
N. H. MARTIN and H. G. CLose. 
12, July 6, 1957. 2 figs., 18 refs. 


In this paper from St. George’s Hospital and the Lister 
Institute of Preventive Medicine, London, and the Dart- 
ford Hospitals 4 cases of macroglobulinaemia are de- 
scribed. The clinical and histopathological features in 
these cases varied so widely that the authors doubt 
wether macroglobulinaemia is in fact a clinical entity. 
Of particular interest is one case in which the patient 
appeared to have the disease, a search for macroglo- 
bulins was unsuccessful, but later the serum protein 
pattern was found to be abnormal. H. Lehmann 


1163. The Treatment of Haemochromatosis. With Par- 
ticular reference to the Removal of Iron from the Body by 
Repeated Venesection 

P. M. McALLEN, N. F. CoGuitt, and M. Lusran. 
Quarterly Journal of Medicine {Quart. J. Med.] 26, 251- 
276, April, 1957. 9 figs., bibliography. 


The 7 patients suffering from idiopathic haemochro- 
matosis described in this study from the West Middlesex 
Hospital, Isleworth, were treated by repeated vene- 
section and their progress followed for over 4 years. 
Venesection was carried out weekly until the haemo- 
globin level had fallen to between 10 and 11 g. per 
100 ml., indicating depletion of iron stores; the haemo- 
globin value did not fall for the first 18 months, but 
thereafter declined abruptly. 

Clinical improvement occurred in all 7 cases and was 
marked in 6, being manifested in increase in well-being, 
diminution or disappearance of skin pigmentation, and 
reduction in the size of the liver. Tests of liver function 
had given essentially normal results before treatment, 
but liver biopsy examination after treatment showed a 
decrease in the amount of iron pigments present. Serum 
protein levels did not fall in spite of the withdrawal of 
350 to 500 ml. of blood weekly over a period of 3 to 
4 years. Thyroid function appeared to improve-in 2 
cases, and although pancreatic function and carbo- 
hydrate metabolism were usually unchanged, there was 


s 


Lancet [Lancet] 2, 8- 


a fall in the insulin requirement of one of the 2 diabetic 
patients in the series from 60 to 35 units a day. Con- 
gestive heart failure due to the haemochromatosis was 
much improved in another patient, but abnormalities in 
the electrocardiogram remained unchanged. Recovery 
from the induced anaemia was apparent after about 18 
months in 3 patients, after 6 and 12 months respectively 
in 2 others, but not for 4 years in another. The removal 
of one to two litres of blood a year is recommended in 
order to maintain improvement after iron stores have 
been depleted. Repeated venesection of 500 ml. at 
weekly intervals is considered a safe and effective means 
of treating idiopathic haemochromatosis, both from the 
symptomatic and prognostic points of view, although of 
course the underlying disorder consisting in excessive 
absorption of iron is not modified by this treatment. 
Kenneth Gurling 


1164. Movement of Potassium into Skeletal Muscle 
during Spontaneous Attack in Family Periodic Paralysis 
K. L. Zrercer and R. ANpreEs. Journal of Clinical 
Investigation [J. clin. Invest.] 36, 730-737, May, 1957. 
6 figs., 11 refs. 


At the Johns Hopkins. University and Hospital, Balti- 
more, the movement of potassium into skeletal muscle 
in an attack of familial periodic paralysis was studied 
in 2 patients, the fore-arm blood flow and arterio-venous 
concentration differences being estimated on several 
occasions for this purpose. Calculation of the net 
potassium uptake showed that this was greatly increased 
during the development of both spontaneous and in- 
duced paralytic attacks. An opposite movement of 
potassium (from muscle to plasma) was demonstrable 
during recovery from a paralytic attack. The uptake of 
potassium by skeletal muscle during a night when no 
attack occurred was normal, and it is suggested that an 
exaggeration of this normal occurrence may account 
for the frequency of nocturnal episodes of paralysis in 
patients with familial periodic paralysis. 

D. A. K. Black 


1165. Hypernatraemia in Extrarenal Uraemia 

J. F. Zitva and J. N. Harris-Jones. Journal of Clinical 
Pathology [J. clin. Path.| 10, 156-160, May, 1957. 
3 figs., 22 refs. 


In the 3 cases described in this paper from the Royal 
Infirmary and Royal Hospital, Sheffield, increases in the 
plasma sodium and chloride levels were associated with 
a low urinary output of sodium and chloride, a fall 
towards normal of a previously high blood urea con- 
centration, and a fall in the plasma potassium level. 
The primary diseases were diverse—severe urinary infec- 
tion, cardiac failure, and thrombophlebitis with pul- 
monary embolism. In 2 patients there was an increase 
in’ the urinary excretion of ketogenic steroids. Water 
depletion and renal damage as aetiological factors are 
discounted, and the authors tentatively ascribe the 
sodium retention to extrarenal action of aldosterone 
leading to the transfer of sodium from cells to plasma. 
[This hypothesis is admittedly speculative, and would 
need support by assay of aldosterone levels.] 

D. A. K. Black 


1166. The Postgastrectomy Syndrome: Studies on Patho- 


genesis 

G. L. JorDAN, R. C. Overton, and M. E. DeBAKEY. 
Annals of Surgery [Ann. Surg.] 145, 471-478, April, 1957. 
7 figs., 4 refs. 


There are conflicting theories that certain elements in 
the “‘ dumping syndrome ”’ may be due to jejunal over- 
distension or to jejunal hypermotility. To gain further 
information the authors studied 20 patients with post- 
gastrectomy symptoms and 6 asymptomatic postgastrec- 
tomy patients at the Veterans Administration Hospital, 
Houston, Texas. They found that distension of the 
jejunum with a balldon caused pain, but not the typical 
“dumping” symptoms. Motility of the jejunum was 
recorded in the fasting and postprandial states by means 
of a non-obstructing intraluminal recording balloon. 
Hypermotility—that is, of a degree much greater than 
that in asymptomatic patients+-was found in 16 of the 
20 symptomatic patients. In some patients there was 
correlation between the motility pattern and the presence 
of vasomotor symptoms. The fact that hypermotility 
was present in the 4 patients with diarrhoea is thought to 
suggest a correlation between the two. 

The authors conclude that most patients with post- 
gastrectomy “‘ dumping’ symptoms have postprandial 
jejunal hypermotility. This may account for nausea, 
vomiting, and diarrhoea, but is probably not responsible 
for the vasomotor symptoms. Norman C. Tanner 


1167. Recurrent Aphthous Ulceration of the Mouth. A 
Study of the Natural History, Aetiology, and Treatment 
W. Sircus, R. CHurcu, and J. KELLEHER. Quarterly 
Journal of Medicine {Quart. J. Med.] 26, 235-249, April, 
1957. 8 figs., 49 refs. 


The incidence, natural history, and aetiology of the 
puzzling condition which the authors term recurrent 
aphthous ulceration of the mouth (but which has been 
described under twelve other synonyms) have been 
studied in 120 patients referred from private practice or 
attending clinics at the Royal Infirmary, Sheffield, and 
the Western General Hospital and Royal Infirmary, 
Edinburgh, who were selected for detailed interrogation 
and examination from among a total of 1,738 patients 
questioned, representing an over-all incidence of 19-3°%. 
The series contained exactly twice as many women as 
men. The disorder tended to begin in males in the 
second decade of life and in females in the third decade. 
In women the periodicity of ulceration was often linked 
to menstruation; in men the most common interval 
between attacks was 3 months. Women tended to be 
free of the disorder during pregnancy, but post-meno- 
pausal first attacks were common. 

The study failed to provide any evidence of a viral 
aetiology. The results of complement-fixation tests 
using a single antigen suggested a relationship with 
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recurrent herpes simplex, but when two other antigens 
were used it was apparent that, although there might 
be a persistence of antigen response to herpes with 
advancing age in sufferers from aphthous ulcers, there 
was no significant over-all difference between patients 
and controls. There was also no evidence of direct 
transfer. On the other hand the strong familial tendency 
and the close linkage of attacks with mental stress sug- 
gested a psychosomatic cause. About 20% of the 
patients suffered from ‘‘ psychosomatic dyspepsia ”’, but 
examination of a small sample of these cases revealed 
no changes in gastric secretion or in the gastroscopic or 
sigmoidoscopic appearances, and only one case of mild 
steatorrhoea. 

A great variety of treatments were tried, but the only 
one which gave moderate success was the local applica- 
tion of a solution of aureomycin, 25 mg. in 10 ml. of 
water, which shortened the duration of the ulcers and 
produced a temporary analgesic effect. In one severe 
case 1-2 g. of cortisone was given over 6 days with com- 
plete healing of the ulcers, but in other cases corticoids, 
hormonal agents, and vitamins had no effect on the 
frequency or duration of the lesions. John Naish 


1168. Esophageal Ulcer in the Adult. Clinical Aspects 
and Experiences with Conservative Treatment 

E. D. Parmer. A.M.A. Archives of Internal Medicine 
[A.M.A. Arch. intern. Med.| 99, 695-700, May, 1957. 
2 figs., 8 refs. . 


In this report from the U.S. Army 2nd General 
Hospital, New York, the author describes 23 cases of 
oesophageal ulcer in adults aged from 22 to 85 who were 
selected for discussion on the sole criterion that all 
received conservative treatment. The period of observa- 
tion ranged from 3 months to 8 years, 12 of the patients 
having been observed for at least 2 years. There was 
associated disease with possible relationship to oeso- 
phageal ulcer in 16 cases, the most frequent being gastric, 
duodenal, or anastomotic ulcer in 7 cases, hiatus hernia 
in 6, and diffuse or erosive oesophagitis in 9 [but it is 
not made clear which of these lesions co-existed in any 
one patient]. Presenting symptoms or signs were com- 
monly subxyphoid pain, dysphagia, and loss of weight. 
In making the diagnosis direct oesophagoscopy was 
found to be better than radiological examination, the 
ulcer being seen by direct examination in 20 cases, but 
was not suspected on radiographic evidence in 7. The 
pathological appearances are described and illustrated. 

No special diet was used in treatment, this consisting 
only in the administration of bismuth subcarbonate, 
2 g. after meals and at bed-time, combined with periodic 
oesophageal dilatation, which was carried out twice 
weekly on patients who had no stricture and once daily 
on those who had. Direct inspection and radiological 
examination showed that all the ulcers had healed within 
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2 weeks to 3 months (mean 4 weeks). Subjective 
improvement, based on the permanence of relief from 
dysphagia and pain and arrest of weight loss, was 
assessed as “* excellent ” in 9 cases and “‘ fairly good ” in 
a further 9; the other 5 patients continued to have recur- 
rences of symptoms after the ulcer had healed, but 3 of 
these showed electrocardiographic evidence of peri- 
carditis—perhaps related to fibrosis around the ulcer site. 

The author stresses that the conservative treatment of 
oesophageal ulcer can give safe and satisfactory results 
if the diagnosis is made before the onset of any major 
complication other than haemorrhage. 

Derek R. Wood 


LIVER 


1169. Statistical Evaluation of the Usefulness of Estima- 
tion of the Urinary Excretion of Radioactive ‘‘ Iodipamid ”’ 
as a Liver Function Test. (Statistische Bewertung der 
Brauchbarkeit der Harnausscheidung von J1!31-markier- 
ten Jodipamid als Leberfunktionstest) 

P. Kine, P. KOrtGe, and H. BILLion. Klinische 
Wochenschrift (Klin. Wschr.| 35, 616-622, June 15, 1957. 
3 figs., 25 refs. 


Pannhorst et al. have reported (Arztl. Wschr., 1955, 10, 
845) that determination of the renal excretion of the 
opaque medium “ iodipamid” (“ biligrafin”’) labelled 
with radioactive iodine can serve as a useful liver function 
test. If the concentration of iodipamid in bile be con- 
sidered a physiological function then in cases of hepatic 
insufficiency an increased excretion of it in the urine 
would be expected. 

In the present study, reported from the Free University, 
Berlin, the normal range of urinary excretion of iodi- 
pamid was first established by statistical methods, and 
the usefulness of the procedure as a liver function test 
then investigated in 28 patients with different degrees of 
liver damage, the results being compared with those of 
the usual liver function tests carried out simultaneously. 
A group of 20 normal male subjects between the ages of 
22 and 67 were examined by the same technfques for 
comparison. The results of the iodipamid excretion 
test showed no apparent relation to the age of the patient. 
The reported finding that there is decreased excretion 
of iodipamid in the presence of a malignant lesion was 
not confirmed. As a liver function test, however, the 
method has proved to be excellent in distinguishing 
between normal and damaged liver function, and in the 
authors’ opinion compares favourably with the most 
efficient of the commonly used tests. E. Forrai 


1170. The Splenic Form of Hepatolenticular Degenera- 
tion. (Forme splénique de dégénérescence hépato- 
lenticulaire) 

G. Bouptn, B. Péprn, and E. Fournier. Presse médicale 
[Presse méd.] 65, 952-955, May 22, 1957. 8 figs., 33 refs. 


The authors describe, from the H6tel-Dieu, Paris, the 
case of an 18-year-old girl with hepatolenticular degenera- 
tion in whom hepatosplenomegaly was recognized 9 
years before the appearance of neurological signs and 
Kayser—Fleischer rings. A spleen extending as far as 
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the iliac crest was removed about 2 years before the 
patient’s death. Her brother had died of the same 
disease at the age of 15, and in his case also hepato- 
splenomegaly had been present for some time before 
any neurological manifestations appeared. Similar 
cases are quoted from the literature. The authors con- 
sider that splenectomy has an adverse effect on the 
course of hepatolenticular degeneration. 
P. C. Reynell 


1171. Faecal Fat Excretion in Hepatic Cirrhosis on 
Normal and Fat-free Diets. (L’eliminazione dei lipidi 
fecali nella cirrosi epatica nel corso di una dieta normale 
e di una dieta priva di grassi) 

G. Corsini and L. Guacci. Minerva gastroenterologica 
[Minerva gastroent. (Torino)] 3, 1-6, Jan.—March 
[received June], 1957. 19 refs. 


At the Medical Clinic of the University of Pisa 12 
patients suffering from hepatic cirrhosis were studied 
extensively. The present paper deals with the elimina- 
tion of fats by these patients while receiving first a normal 
diet and then a fat-free diet. The normal mixed diet 
contained 40 g. of fat a day, and the experiment lasted 
for 5 to 7 days; on this diet the cirrhotic patients 
eliminated a daily average of 3-5 g. of fat, an amount 
which is about one-third higher than the mean value 
found in 50 non-cirrhotic patients given the same diet. 
When given a fat-free diet a healthy subject still excretes 
from 1-0 to 1-5 g. of fat daily, but cirrhotic patients 
given a fat-free diet excreted only an average of 0-6 g. 
of fat daily. Thus while the fat excretion of non- 
cirrhotic subjects on a fat-free diet was about half that | 
while taking a normal diet, the excretion of lipids by 
cirrhotic patients was only about one-fifth. : 
Z. A. Leitner 


1172. The Digestion and Absorption of Glycerides in 
Hepatic Cirrhosis after the Administration of Fat. (La 
digestione e l’assorbimento dei gliceridi nella cirrosi 
epatica dopo somministrazione di olio) 

G. Corsini and L. Guacct. Minerva gastroenterologica 
[Minerva gastroent. (Torino)] 3, 6-11, Jan.—March 
[received June], 1957. 20 refs. 


Of the 12 cirrhotic patients described above [Abstract 
1171] 10 were furthur studied and their absorption 
of glycerides determined after loading with 60 g. of 
olive oil. The elimination of the oil in the faeces 
amounted (in the 3 subsequent days) to about half of the 
ingested quantity. A considerable part of the other 
lipids excreted was made up of free fatty acids, amounting 
to one-half of the quantity of the excreted olive oil, 
while faecal soaps and glycerides accounted for about 
one-quarter of the amount of the excreted olive oil. 

The comparatively large faecal excretion of fat indicates 
that fat absorption in patients with hepatic cirrhosis is 
reduced, although as a rule it does not reach the stage 
of steatorrhoea. It also appears that the absorption of 
glycerides is interfered with to a large extent, and this 
raises the question of the importance of hydrolysis in 
relation to fat absorption, and at the same time casts 
some doubt on the partition theory of Frazer et al. 
(J. Physiol. (Lond.), 1944, 103, 306). According to the 
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present authors these changes in the absorption and 
excretion of fats are related to the deficient bile secretion 
peculiar to hepatic cirrhosis, and to concomitant pan- 
creatic insufficiency. Portal hypertension appears to 
exert little influence on these functions. In contrast to 
what might have been expected in view of the poor 
intestinal absorption of oil the alimentary lipaemia in 
cirrhotic patients is only very little lower than in healthy 
subjects. This, they suggest, can be explained-only on 
the basis of a reduced need of the tissues for lipids, 
which is in accord with the relative or absolute increase 
in serum glyceride levels found in cirrhotic patients. 
Z. A. Leitner 


1173. Blood Ammonia Levels in Hepatic Cirrhosis: 
Their Control by the Oral Administration of Neomycin 

C. J. Fisher and W. W. FALoon. New England Journal 
of Medicine [New Engl. J. Med.] 256, 1030-1035, May 30, 
1957. 4 figs., 14 refs. 


The effect of the oral administration of neomycin 
(8 to 12 g. per day) was studied, with special reference 
to alteration in venous ammonium levels, faecal bacterial 
flora, and the neuropsychiatric state, in 11 patients with 
cirrhosis of the liver. The treatment of 8 patients with 
no signs of impending coma caused a fall in blood 
ammonium to normal levels within 96 hours, this effect 
lasting till the end of the week’s treatment; during this 
time they received a constant protein diet. In 3 patients 
with impending coma there was a fall in blood ammo- 
nium level and improvement in the neuropsychiatric 
state. In 2 of these patients the protein intake was 
drastically reduced. Aerobic stool cultures from 6 
patients were sterile or grew scanty urease Gram- 
negative organisms. Neomycin did not alter absorption 
of ammonium chloride from the gut. It is concluded 
that neomycin alters the gut flora and so inhibits the 
production of ammonium and other possible bacterial 
protein-putrefactive products which are toxic to some 
cirrhotic patients; it is thus useful in the treatment of 
hepatic coma. 

[It is unfortunate that the patients with neuropsy- 
chiatric signs had a varied protein intake, making these 
observations difficult to interpret. The results of 
anaerobic stool culture would have been interesting, for 
they would probably have shown Bacteroides, which are 
known to be capable of forming ammonium from 
protein. ] A. M. Dawson 


1174. Adrenocortical Therapy of Cirrhosis of the Liver 
in Alcoholics. (La cortico-thérapie surrénale au cours 
des cirrhoses du foie chez les alcooliques) 

A. LAMACHE, M. BoureL, M. L. CHEVREL, M. CorMIER, 
J. L. Ricuter, L. DAULEux, P. Lenore, and R. FRANGEUL. 
Semaine des hépitaux de Paris [|Sem. Paris] 33, 1716- 
1730, May 6, 1957. 3 figs., bibliography. 


The authors report, from the Faculty of Medicine, 
Rennes, the results of adrenocortical therapy in the 
treatment of 29 patients suffering from alcoholic cirrhosis 
of the liver, of whom 15 had ascites. The course com- 
prised three successive periods during which respectively 
(1) 100 mg. of cortisone was given orally daily for 3 
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weeks; (2) 80 mg. of hydrocortisone was given orally 
daily for 3 weeks; and (3) 100 mg. of cortisone was 
given together with 100 mg. of androstenediol by intra- 
muscular injection daily for 3 weeks. During the treat- 
ment the intake of sodium chloride was limited to 
between 1 and 1-5 g. daily, and 0-75 g. of tetracycline 
was given orally daily. The plasma levels of total 
protein, albumin, globulin, sodium, and potassium were 
determined and liver biopsy specimens were taken 
periodically. 

Among the clinical, biochemical, and histological data 
the following findings were fairly consistent: increased 
appetite, diuresis, and gain in body weight in nearly all 
cases; an increase in the plasma total protein and 
albumin levels and a decrease in the globulin level, 
these changes being more marked in the 14 cases without 
ascites; an increase in the plasma sodium level and a 
decrease in the potassium level; and finally a diminution 
of the extent of fatty infiltration of the liver cells. The 
clinical and biochemical findings indicated that there was 
restoration of a positive nitrogen balance. 

Cortisone appeared to give more favourable results 
than hydrocortisone, and cortisone together with andro- 
stenediol stimulated some further improvement. Various 
side-effects were encountered, but there was only one 
serious incident—a case of hemiplegia; there were 3 
deaths, but these were not attributable to the treatment. 
On reviewing their findings, the authors consider that 
the treatment should be broken up into short periods 
of, say, 3 weeks each with intervening periods between 
and conclude that adrenocortical hormones are well 
worth a trial in alcoholic cirrhosis of the liver. 

Joseph Parness 


1175. Biochemical Observations on the Use of L-Glutamic 
Acid in the Treatment of Hepatic Coma 4 

F. L. Iper and T. C. CHAtMers. Journal of Clinical 
Investigation [J. clin. Invest.] 36, 706-712, May, 1957. 
4 figs., 27 refs. 


The biochemical changes in the serum following a 
total of 13 infusions of sodium glutamate in 2 healthy 
subjects and 8 patients with cirrhosis at the Walter Reed 
Army Hospital, Washington, D.C., are described. A 
fall in the blood ammonia level and a rise in the alpha- 
ketoglutarate level were usual in both healthy subjects 
and cirrhotic patients. Sometimes, but not always, the 
blood glutamate concentration rose enough to account 
for the fall in the blood ammonia level. The clinical 
response to infusion of sodium glutamate was favourable 
in one only of the 7 patients in hepatic coma. 

D. A. K. Black 


1176. Observations on the Treatment of Hepatic Coma: 
the Favorable Effect of Corticotropin and Corticoids and 
the Responsiveness of Adrenal Cortex to Corticotropin 
during Hepatic Coma 

M. A. SPELLBERG. Gastroenterology [Gastroenterology] 
32, 600-618, April, 1957. 2 figs., 48 refs. 


The author describes the treatment at the Michael 
Reese Hospital, Chicago, of 10 patients in hepatic 
coma, 9 of whom were given intravenous corticotrophin 
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or hydrocortisone in addition to other supplements and 
normal supportive measures. Of the 10 patients, 3 had 
acute or subacute viral hepatitis, 6 post-hepatitic cir- 
rhosis, and one alcoholic cirrhosis. ‘There were 7 deaths, 
3 of the patients with post-hepatitic cirrhosis recovering. 
It was thought that the corticoids were of value in 
treatment [but this recovery rate is not conspicuously 
better than rates reported by others using different forms 
of treatment]. Estimations of urinary 17-hydroxy- 
corticoid excretion in one patient indicated that the 
adrenal glands were still capable of responding to 
stimulation by corticotrophin. P. C. Reynell 


1177. Evaluation of Clinical Results of Portal Decom- 
pression in Cirrhosis 


D. Patoer, E. J. JAHNKE, and C. W. HuGHes. Journal 


of the American Medical Association [J. Amer. med. Ass.} 
164, 746-748, June 15, 1957. 1 ref. 


INTESTINES 


1178. Serum Cyanocobalamin Level in Chronic Intestinal 
Disorders 

M. J. MEYNELL, W. T. Cooke, E. V. Cox, and R. GADDIE. 
Lancet [Lancet] 1, 901-904, May 4, 1957. 3 figs., 24 refs. 


The authors, working at the Birmingham General 
Hospital, have estimated the serum cyanocobalamin level 
by a simplified microbiological method with Lacto- 
bacillus leichmannii, using pH change instead of tur- 
bidity to measure bacterial growth. Among a group of 
43 healthy subjects and 90 hospital patients with a 
variety of diseases, 96°% had serum cyanocobalamin levels 
within the range 100 to 450 pug. per ml. In 13 of 
20 patients with cirrhosis of the liver levels above 450 pug. 
per ml. were found. In 20 of 21 patients with ulcerative 
colitis or enterocolitis the values were within normal 
limits, but in 36 of 78 patients with idiopathic steatorrhoea 
and 26 of 43 patients with regional enteritis they were 
below 100 pug. per ml. These low levels were not 
necessarily associated with any haematological evidence 
of vitamin-B;>2 deficiency. P. C. Reynell 


1179. Treatment of Ulcerative Colitis with Local Hydro- 
cortisone Hemisuccinate Sodium 

S. C. TruELOveE. British Medical Journal (Brit. med. J.] 
1, 1437-1443, June 22, 1957. 2 figs., 13 refs. 


In a previous study (Brit. med. J., 1956, 2, 1267; 
Abstracts of World Medicine, 1957, 21, 253) the author 
showed that although, following the use of hydro- 
cortisone locally, about 2 out of every 3 patients with 
mild or moderate ulcerative colitis went into remission, 
the histology of the colonic mucosa did not return to 
normal. He suggested that the 5°% ethyl alcohol used 
as the solvent acted as an irritant. In the work now 
reported he confirms this view, having given hydro- 
cortisone hemisuccinate sodium, which is soluble in 
water, by nightly rectal drip for 2 to 3 weeks to 15 
patients, 3 having two courses of treatment. The clinical 
response was very similar to that in the previous study: 
rapid remission, 11; improved, 1; and no change, 6. 
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The sigmoidoscopic changes showed a close correlation 
with the clinical improvement. In remission there was 
little or no contact bleeding. Often there was left only 
a fine granularity, shown to be due to the presence of 
large lymphoid follicles in the mucosa. 

Contrasting with the previous study, the histological 
response was in close agreement with the clinical one. 
At the end of the treatment of those who went into 
clinical remission there was little or no inflammatory 
change, although possibly the glands were a little stunted 
or reduced in number, while the colonic epithelial cells, 
which in this disease become much enlarged with big 
nuclei, nucleoli, and a disturbed chromatin pattern, 
returned to normal. There was, however, no correlation 
between clinical remi8sion and the number of pus cells 
present in smears. It is suggested that this is due to the 
persistence of infection. 

The author concludes that hydrocortisone hemi- 
succinate sodium should be used in the future instead 
of hydrocortisone in ethyl alcohol and that a controlled 
trial is now necessary. A. Gordon Beckett 


1180. Corticosteroid Therapy in Chronic Ulcerative Colitis 
S. M. Fierst, E. Rospinson, A. LANGSAM, A. WERNER, 
and A. P. INGEGNo. Journal of the American Medical 
Association [J. Amer. med. Ass.] 163, 1444-1448, April 20, 
1957. 13 refs. 


The authors report from New York State University 
College of Medicine, Brooklyn, the results of steroid 
therapy during the past 5 years in the treatment of 114 
patients with chronic ulcerative colitis, of whom 28 
received corticotrophin, 22 cortisone, 36 hydrocortisone, 
18 prednisone, and 10 prednisolone. The length of 
treatment was variable: in the case of corticotrophin the . 
average period was 4 weeks, of cortisone the minimal 
effective dose was maintained for one to 4 months, 
of hydrocortisone for 2 to 8 months, and of prednisone 
and prednisolone for slightly shorter periods. 

Corticotrophin was in general found to be the most 
effective drug, even though there were more severe cases 
in the group receiving this corticoid than in the other 
groups. Also, 11 patients who had previously received 
other steroids with but little benefit improved when given 
corticotrophin, whereas only 2 patients who had failed 
to improve with corticotrophin later responded to other 
steroids. A number of complications developed in all 
the groups, but these were slightly more frequent in 
patients treated with cortisone than in those receiving 
the other drugs. Maintenance doses of cortisone, hydro- 
cortisone, or prednisone were given to 23 of the patients - 
for at least 10 months; of these, 5 relapsed after varying 
time intervals. The authors compared the over-all 
results in this series with those in another group of 
104 cases receiving various antibiotics and found that 
there was little difference in response, about 30°% of the 
patients in both groups failing to respond to the treat- 
ment given. It is concluded that steroid therapy is in 
no way specific for ulcerative colitis and does not lessen 
the need for other methods of treatment. It can, how- 
ever, be of particular benefit in preparing patients for 
operation. T. D. Kellock 
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Cardiovascular System 


1181. Studies of Function in Anastomosis of the Superior 
Vena Cava with the Right Pulmonary Artery. (HMsy4enue 
aHaCTOMO3a BepxHeH BeHbI C NpaBoH 
nerouHou apTrepHed) 

T. M. DaARBINIAN. Cosemcxan Meduyuna [Sovetsk. 
Med.} 28-32, No. 4, April, 1957. 5 figs. 

The author reviews the various attempts that have 
been made at anastomosis of the superior vena cava with 
the right pulmonary artery in the treatment of pulmonary 
hypertension. 

He states that Meshalkin in 1956 carried out a series 
of such operations at the Vishnevskii Institute with good 
results. This methgad avoids one drawback of the 
Blalock—Potts operation, namely, that it does not lead 
to a “ repeat circulation ” through the pulmonary circuit; 
moreover, it can be employed in pulmonary and tricuspid 
atresia. The technique, which is simple and obviates 
intracardiac manipulation, is especially suitable in cases 
of Fallot’s tetralogy and of atresia of the opening of the 
superior vena cava. 

Before employing the technique on human subjects it 
was necessary to investigate the adequacy of the blood 
flow through the anastomosis for maintaining life. 
Vishnevskii proposed the test of occluding the left 
bronchus, so that oxygenation of the blood could take 
place only in the right lung. This was achieved in dogs, 
in which the anastomosis had been performed some 
months before, by passing a Carlens tube, through which 
air could be admitted to the two main bronchi separately, 
and occluding the tube leading to the left bronchus. 
During the experiment the blood pressure, the movements 
of the chest wall, and the respiratory excursions of the 
right and left lungs were recorded on a rotating drum. 
On closing both tubes asphyxia resulted, with an eventual 
fall of the blood pressure to 20 mm. Hg. The animals 
were resuscitated by artificial respiration. On occluding 
the air supply to the left bronchus no distress or change 
in blood pressure was observed, but only increase in the 
excursions of the right lung. It is thus evident that the 
oxygenation of the blood flowing from the superior vena 
cava through the anastomosis to the right lung was 
adequate to maintain life, although the blood going to 
the left lung was not oxygenated at all. This is of course 
subject to the proviso that the phrenic nerve and there- 
fore the movements of the right half of the diaphragm 
are not interfered with. Care must therefore be exercised 
to ensure: (1) that there is no damage to the phrenic 
nerve; (2) that all air is aspirated from the right pleural 
cavity at the conclusion of the operation; and (3) that 
the thoracic wall is rendered air-tight. 

L. Firman-Edwards 


1182. The Relationship between Pulmonary Infarction, 
Cor Pulmonale and the Sickle States 


K. M. Moser and J. G. SHEA. American Journal of 
Medicine [Amer. J. Med.] 22, 561-579, April, 1957. 
4 figs., 40 refs. 


1183. Pulmonary Compliance in Patients with Cardiac 
Disease 

N. R. FRANK, H. A. Lyons, A. A; SreBens, and T. F. 
NEALON. American Journal of Medicine {Amer. J. Med.| 
22, 516-523, April, 1957. 3 figs., 25 refs. 


The compliance of the lungs was measured in 18 
patients with cardiac disease. These patients were 
grouped according to whether or not rales were heard 
in the chest, these being used as an index of pulmonary 
oedema. There were 15 with rales (10 of these had 
mitral stenosis from rheumatic carditis, the remainder 
being 4 cases of congenital and one of hypertensive heart 
disease) and 3 (all with mitral stenosis) without rales. 
The compliance was measured by a “ volume-step ” 
procedure in which a balloon was introduced into the 
oesophagus and a period of natural breathing recorded, 
after which the patient was asked to inspire deeply. 
The inspiration was interrupted as each 250 ml. was 
recorded, and the volume was then related to the trans- 
pulmonary pressure during each period of cessation of 
air flow. 

The average compliance of the lungs in the 15 patients 
without rales (0-099+-0-03 litre per cm. H2O pressure) 
was reduced as compared with the average for a com- 
parable group of 15 healthy persons (0-154+0-02 litre 
per cm. H20O), but not so much as in the 3 patients who 
had rales accompanying the heart disease (compliance 
0-08, 0-06, and 0-06 litre per cm. H2O respectively). 
The compliance values for the whole series were signi- 
ficantly related to vital capacity (r= +0-76) and to total 
lung capacity (r= -+-0-87), but there was no tendency for 
the compliance to be lower at high pulmonary arterial 
pressures in the 6 patients who underwent cardiac cathe- 
terization. The authors point out that there is a wide 
scatter of normal values for pulmonary compliance, so 
that in an individual patient with cardiac disease in 
whom the compliance is reduced it may still be within 
“normal” limits. They discuss the mechanism of 
reduced compliance and its relation to breathing rate 
and the effective size of the lungs. P. Hugh-Jones 


1184. Pericarditis and Electrocardiographic Changes in 
Reiter’s Syndrome 

G. W. Csonka and J. K. Oates. British Medical 
Journal (Brit. med. J.] 1, 866-869, April 13, 1957. 8 figs., 
13 refs. 


The authors state that electrocardiography is now a 
routine procedure in their investigation of patients with 
Reiter’s syndrome, and of a series of 24 such patients, 
3 had an abnormal electrocardiogram (ECG). In the 
first case, that of a man of 38, the ECG showed a P-R 
interval of 0-28 second and ST elevation in leads I, VL, 
VI, V2, V3, and V4. Nine days later the patient com- 
plained of a pain in the chest, and a transient pericardial 
friction-rub was heard; the ECG changes persisted for 
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6 months. The second patient, a man of 24, had per- 
sistent tachycardia; the ECG in this case showed 
transient changes with elevated ST segments in Leads I, 
IJ, CR1, CR4, and CR7. The third patient, a man 
aged 33, complained of chest pain and had a pericardial 
friction-rub. ‘The ECG showed ST elevation in Leads I, 
Il, V1, and V2. 

The authors recommend careful assessment of cardiac 
status in all patients with Reiter’s syndrome. 

W. J. H. Butterfield 


1185. Experimental and Clinical Resection for Ventri- 
cular Aneurysm 

C. P. Bawey and R. A. GiLMAN. Surgery, Gynecology 
and Obstetrics [Surg. Gynec. Obstet.) 104, 539-542, May, 
1 fig., 7 refs. 


Aneurysm of the ventricle most commonly results 
from weakening of the muscle wall at the site of myo- 
cardial infarction. It has been stated that 20% of 
persons who have suffered acute coronary arterial 
occlusion develop an aneurysm, though this lesion is 
not usually the direct cause of death at a later date. 
Trauma is a less frequent cause of this lesion. The 
treatment of ventricular aneurysm by excision is prac- 
ticable only if three important problems can be overcome 
—-namely, that of the danger of dislodging clot from 
the sac into the circulation, that of suturing the heart 
after the aneurysm has been excised, and that of leaving 
a large enough ventricular chamber after the excision. 

As a result of experimental work at the Hahnemann 
Medical College and Hospital and Bailey Thoracic Clinic, 
Philadelphia, the authors solved the technical problem 
of excision and suture by using an angled clamp which 
has long, fine teeth or spikes on each blade. These 
spikes, on which are impaled “ ivalon” strips, are en- 
gaged well into the normal heart muscle and hold the 
base of the aneurysm without the jaws being approxi- 
mated. As the aneurysm is cut away dislodgable thrombi 
are flushed out, and control of haemorrhage is obtained 
by simple closure of the clamp. The edges of the ven- 
tricle are sutured with the clamp in situ. Unless so 
much of the ventricular wall is excised that the residual 
chamber is not sufficiently large to support life removal 
of the aneurysm, which is an area in which systole is 
paradoxical, is mechanically beneficial. 

Eight patients have been subjected to “* ventriculo- 
plasty’, with one death. Two cases were examples of 
traumatic false aneurysm following previous heart 
operations, one was a case of diverticulum, and in the 
remaining 5 the aneurysm had followed myocardial 
infarction. The one death followed embolism due to 
the dislodgment of a thrombus from the sac during 
manipulation; the risk of this could be reduced by 
incision and flushing out from the heart in the early 
stages of the operation. T. Holmes Sellors 


1186. Endocardial Fibroelastosis with Generalized 
Lymphadenopathy, Oedema, and Rash 

N. M. Gress, J. C. HAwortH, and J. RENDLE-SHORT. 
British Heart Journal [Brit. Heart J.] 19, 193-200, 
April, 1957. 6 figs., 11 refs. 
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1187. Praecordial Ballistocardiography 
P. Mounsey. British Heart Journal [Brit. Heart J.} 
19, 259-271, April, 1957. 11 figs., 16 refs. 

Pulsations of the chest wall due to cardiac activity 
have been recorded by a new method described by 
Elliott et al. (Circulation, 1954, 9, 281) in which an 
acceleromotor is used, thus making it possible to obtain 
an acceleration ballistocardiogram. At the London 
Hospital acceleration ballistocardiograms of 20 healthy 
subjects and several patients with acquired heart disease 
were studied. The main deflections are described and 
illustrated, and certain differences in pattern recorded 
from different areas of the praecordium are explained. 
Characteristic changes in the main motive forces gene- 
rated by cardiac activity are reflected in the precordial 
ballistocardiogram—for example, diastolic movement in 


mitral stenosis differs from that in mitral regurgitation. 


It is concluded that the precordial ballistocardiogram 
may be of additional aid in the diagnosis of the type and 
degree of valvular disease, and may also provide an 
opportunity for correlating cardiodynamic events with 
other phenomena. Gerald R. Graham 


1188. The Technique of Physical Examination of the 
Heart. (K metomuKe 
cepmua) 

D. D. Yasioxov. Cosemcxaa Meduyuna [Sovetsk. 
Med.] 32-36, No. 4, April, 1957. 

In spite of the wide employment of radiological, 
electrocardiographic, and phonocardiographic methods 
in cardiac studies the author urges that the old forms of 
physical examination of the heart have not lost their 
value and should not be neglected, for palpation, per- 
cussion, and auscultation can still provide valuable 
evidence regarding the condition of the heart. In this 
paper he offers advice on certain points which will add 
to the evidence so obtained. 

(1) A mitral presystolic murmur which is inaudible or 
only faintly audible in the standing or supine position 
can often be clearly heard with the patient on his left 
side (first half-left, then entirely on the left side). This 
is also true of the diastolic murmur of aortic insufficiency. 
(2) The reminder is given that vigorous percussion of 
the chest wall may set up a reflex reduction in the area 
of relative cardiac dullness of a healthy heart, though 
not of a pathologically enlarged organ; similarly it was 
shown by Botkin that prolonged percussion over the 
spleen would lead to contraction of that organ. Abrams 
also demonstrated that vigorous rubbing of the chest 
wall with indiarubber or firm digital pressure over the 
cardiac area in physiological conditions induced a 
diminution in the size of the heart, especially of the left 
ventricle; this did not, however, reduce the area of 
cardiac dullness in patients with circulatory failure. 
This dermato-cardiac reflex can also be employed to 
excite an enhancement of pathological murmurs, and to 
accentuate the second sound and slapping of the first 
sound in mitral stenosis. (3) Lastly, careful palpation 
of the arteries, especially the carotids and the dorsalis 
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pedis in the uplifted leg, is recommended as helpful in 
the diagnosis of aortic stenosis and aortic incompetence. 
A thrill may often be felt in the carotid artery when a 


murmur in the heart is inaudible or when the systolic . 


thrill characteristic of aortic stenosis cannot be elicited 
over the chest wall at the aortic base. It is also pointed 
out that whereas a systolic murmur can often be heard 
in aortitis and atherosclerosis, a thrill is diagnostic of 
stenosis. In early cases of aortic incompetence palpa- 
tion over the dorsalis pedis artery with the leg raised 
will reveal the typical bounding pulse when this is still 
not evident in the radial artery. §L. Firman-Edwards 


CONGENITAL HEART DISEASE 


1189. The Prognosis of Atrial Septal Defect 

M. CAMPBELL, C. Nem, and S. SuZMAN. British 
Medical Journal (Brit. med. J.] 1, 1375-1383, June 15, 
1957. 6 figs., 22 refs. 


The diagnosis and clinical course of atrial septal defect 
and the prognosis in this condition are discussed in this 
paper from Guy’s Hospital and the Institute of Cardio- 
logy, London, with reference to the findings in 100 
patients, in two-thirds of whom the diagnosis was proved 
at cardiac catheterization or necropsy. The commonest 
errors in diagnosis were failure to detect mild pulmonary 
stenosis or to recognize that a large septal defect might 
be ventricular. Absence of wide splitting of the pul- 
monary second sound and evidence of left ventricular 
hypertrophy suggest ventricular septal defect. In 12 
patients there was associated pulmonary stenosis and 
the physical signs were mainly those of this lesion, even 
when it was the minor lesion, although screening showed 
increased pulmonary arterial pulsation. About one- 
tenth of the patients had anomalous pulmonary venous 
drainage; none had a “ cottage-loaf ”’ heart. 

Discussing the course and prognosis in age groups, 
the authors state that most infants with atrial septal 
defect survive, but occasionally a large defect causes 
death in an infant. Patients in the first two decades 
lead nearly normal lives, although they have large 
hearts, 95°% doing well at age 20 and 85% at age 30. 
Only about half the patients seen at hospital are still 
well at age 40, and less than a quarter at age 50, but 
these figures for adults are drawn from a selected popula- 
tion. In early childhood the electrocardiogram usually 


shows the rSR’ pattern. Generally, the heart is large . 


and, having reached a position of equilibrium, remains 
about the same size until the age of 25 to 35; the cardio- 
thoracic ratio may even temporarily become smaller 
during school years. In the third decade some patients 
have increasing dyspnoea, up to one-third may lose 
ground seriously, and atrial fibrillation, pulmonary regur- 
gitation, and reversal of the shunt appear. By the fourth 
decade most of the patients have become severely dis- 
abled (of 11 so disabled in the authors’ series, 6 died). 
Disablement occurs most commonly from right heart 
failure without much pulmonary hypertension, and less 
commonly from pulmonary hypertension with reversal 
of the shunt, central cyanosis, and right heart failure or 
pulmonary arterial thrombosis. The onset of atrial 


CARDIOVASCULAR SYSTEM 


fibrillation in these cases is serious. The average age at 
death in the present series was 39, the commonest cause 
being right heart failure or pulmonary infarction, but 
the authors cite cases from the literature and an addi- 
tional case of their own in which active life was still 
possible in the fifth and sixth decades. 

[This important paper should be consulted in the 
original.] D. Emslie-Smith 


1190. Atrial Septal Defect and its Surgical Treatment 
D. E. Beprorp, T. Hotmes SELLors, W. SOMERVILLE, 
J. R. Be_cHer, and E. M. M. BEsTERMAN. Lancet 
[Lancet] 1, 1255-1261, June 22, 1957. 6 figs., 37 refs. 


The authors review their experience of 100. cases of 
atrial septal defect seen at the Middlesex Hospital, 
London, since surgical treatment of this abnormality 
has been undertaken there. It is important to exclude 
an ostium-primum defect in patients submitted for 
surgery, 13 of this type being found in the series under 
review. This diagnosis is suggested by early cardiac 
enlargement, physical underdevelopment, and pulmonary 
hypertension with evidence of left ventricular hyper- 
trophy. 

Atrial septal defect causes serious cardiovascular 
change after the age of 20, and over 40 there is gross 
cardiac enlargement in half the cases. The authors are 
of the opinion that an uncomplicated fossa-ovalis defect 
with a shunt of 2:1 or more should be closed as soon 
as the diagnosis is established, and preferably before 
the age of 20 even in the absence of cardiac symptoms. 
Contraindications to surgery are ostium-primum defect, 
a reversed shunt, obstructive pulmonary hypertension 
with high vascular resistance, systemic hypertension, ‘and 
advanced age and poor general condition. 

During the past year 40 patients between the ages of 
6 and 55 years have been operated upon. All these had 
fossa-ovalis defects separated from the tricuspid valve, 
though some of the defects were very large, extending 
to the inferior caval orifice in 9 cases and to the superior 
caval orifice in 2. The defect was closed under direct 
vision with the patient anaesthetized by a modification 
of Swan’s surface-cooling technique. Rewarming was 
started immediately on removal from the cold bath, an 
oesophageal temperature of 30°C. at the time of cir- 
culatory arrest being regarded as the ideal. Neostig- 
mine injected into the coronary circulation is regarded 
as an important protection against ventricular fibrilla- 
tion. In this way at least 7 and probably 10 minutes of 
circulatory arrest can be permitted. The anatomy of 
the defect is assessed and the mitral, tricuspid, and pul- 
monary valves are explored digitally through the right 
atrium. After establishing circulatory arrest the atrium 
is opened and the defect is closed with a continuous 
suture reinforced with one or two interrupted stitches. 
An important difficulty occurs in the case of low defects 
astride the vena caval orifice. If in these circumstances 
the defect is sutured from above it is possible that the 
caval flow will be directed into the left atrium, causing 
central cyanosis. This occurred in 3 of the cases, in 
2 of which cyanosis was noticed some time after the 
operation, the chest was reopened, the circulation 
arrested for 4 minutes, and an Eustachian valve which 
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had been sutured into the edges of the defect was divided 
and the defect reclosed. To overcome this difficulty an 
obturator is now used to hold the caval orifice open and 
to permit accurate definition of its margins. 

In the 40 cases operated upon there was only one 
death. This occurred during a second operation to 
correct central cyanosis due to inclusion of the inferior 
vena caval orifice in the left atrium. One patient is 
waiting for correction of this anomaly, and one, as already 
described, had the anomaly corrected immediately after 
its creation. The other cases are satisfactory and 12 of 
them have been recatheterized. In 7 of these the findings 
are completely normal; in 3 there is probably an insigni- 
ficant shunt, and in 2 the shunts are appreciable. 

The authors conclude that uncomplicated fossa-ovalis 
defects can be closed under hypothermia with little 
operative risk, particularly if the operation is performed 
before the age of 20. 

[This is an important paper to which full justice can- 
not be done in an abstract. The original should there- 
fore be consulted by those interested in the subject.] 

A. M. Macarthur 


1191. A Simple Test for Interatrial Communication . 

G. vE J. Lee and T. M. D. Gimtette. British Medical 
Journal [Brit. med. J.] 1, 1278-1281, June 1, 1957. 
7 figs., 9 refs. ; 


The authors, working at St. Thomas’s Hospital, 
London, have developed a simple and safe test for atrial 
septal defect that depends upon altering pressures in the 
atria separately, thereby changing the blood flow across 
the septal defect. Alterations in arterial oxygen satura- 


tion are then detected by the ear oximeter. The method 


requires continuous recording of arterial oxygen satura- 
tion, intrathoracic pressure (via an intra-oesophageal 
catheter), and brachial arterial pressure with the patient 
in the sitting posture. The patient carries out Valsalva’s 
manoeuvre at rest and after exercise. In some cases it is 


also necessary for the patient to elevate the lower limbs - 


or to carry out Miiller’s manceuvre. During Valsalva’s 
manceuvre the intrathoracic pressure rises and the net 
right atrial pressure (right atrial pressure minus intra- 
thoracic pressure) falls. After Valsalva’s manceuvre the 
net right atrial pressure rises higher than its resting level, 
inducing a right-to-left shunt for a few seconds which is 
detected by the ear oximeter. 

The Valsalva test gave a positive result in 12 cases of 
atrial septal defect proven at operation or by passage 
of a catheter across the defect; in 11 of them the result 
was positive at rest, and in the 12th case it was positive 
only after exercise. A positive result was obtained in 
14 cases of probable atrial septal defect with catheter 
evidence of left-to-right shunt at atrial level. The test 
gave a negative result in 2 patients with partial anomalous 
pulmonary venous drainage but without atrial septal 
defect and in one patient with ventricular septal defect. 
In 2 patients with atrial septal defect and heart failure 
there was a negative finding with the Valsalva test, but 
both Miiller’s manceuvre and elevation of the legs led to 
shunt reversal and fall in arterial oxygen saturation. 

K. G. Lowe 
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1192. Congenital Lobar Emphysema 

D. G. Corrom and N. A. Myers. British Medical 
Journal [Brit. med. J.] 1, 1394-1396, June 15, 1957. 
1 fig., 7 refs. 


Although congenital lobar emphysema is rare, its 
recognition is important because prompt diagnosis and 
correct treatment can save affected infants who would 
otherwise die. In presenting 6 cases of the condition 
from the Hospital for Sick Children, Great Ormond 
Street, London, the authors give a clear account of the 
symptomatology and stress the association with con- 
genital morbus cordis. All the cases were in infants 
under 4 months of age and all presented with dyspnoea; 
4 had an associated heart malformation. The left upper 
lobe was most frequently affected. 

The key points to note are: (1) the presence of dys- 
pnoea as a cardinal symptom, usually with mediastinal 
displacement; (2) the need to confirm the diagnosis 
radiologically; and (3) that treatment is by surgical 
removal of the affected lobe. Wilfrid Gaisford 


CHRONIC VALVULAR DISEASE 


1193. Severe Aortic Regurgitation in Young People. A 
Long-term Perspective with Reference to Prognosis and 
Prosthesis 


E. F. BLAND and E. O. WHEELER. New England Journal 
of Medicine [New England J. Med.) 256, 667-672, 
April 11, 1957. 1 fig., 5 refs. ; 


Among 2,000 children and adolescents admitted to 
the House of the Good Samaritan, Boston, between 
1921 and 1943, most of them for rheumatic fever, there 
were 87 with severe aortic regurgitation. A follow-up 
study 15 years after the series was closed showed that 
at the end of 10 years 31 out of 87 patients, and at the 
end of 20 years 12 out of 46 patients, were able to lead 
a nearly normal life, although with some restrictions. 
Altogether 41 patients died from causes directly related 
to rheumatic fever and aortic regurgitation. Angina 
pectoris in these patients carried a grave prognosis; of 
9 patients with angina, 8 died, 6 of them suddenly. 
Relief of intractable anginal pain by alcohol injections 
into the first 4 thoracic sympathetic rami communicantes 
was achieved in a 17-year-old boy; this case is described 
in detail. Insertion of a plastic (Hufnagel) valve in the 
thoracic aorta was tried in 14 patients, in some cases 
combined with left-sided thoracic sympathectomy. The 
results of this procedure were regarded as favourable in 
6 cases; the remaining 8 patients died during or shortly 
after operation. 

[Of the 2,000 <ases, 678 (33-99%) are classified as 
* potential rheumatic heart disease”; it is not clear 
what is meant by this. The authors also do not state 
the extent to which valves other than the aortic valve 
were involved. In the 18 cases for which necropsy data 
are available, lesser degrees of thickening of the mitral 
cusps are stated to have been present in all, and in the 
one case described in detail there was “‘ gross scarring 
and deformity of the aortic, mitral, and tricuspid valves”’.] 

A. Schott 
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1194. Myocardial and Valvular Factors in Rheumatic 
Heart Disease with Mitral Stenosis 

L. A. Sotorr, J. ZATUCHNI, and G. E. MARK. American 
Journal of the Medical Sciences [Amer. J. med. Sci.| 233, 
518-527, May, 1957. 9 refs. 


An attempt was made at Temple University School of 
Medicine and the Episcopal Hospital, Philadelphia, to 
assess myocardial damage as distinct from mitral stenosis 
in 25 patients with mitral-valve disease, and for this 
purpose cardiac catheterization and angiocardiography 
in two planes were carried out. From the latter, measure- 
ments were made of the volume of the left atrium, which 
varied from 200 to 900 ml. (normal 100 ml.), the time 
taken for contrast medium to pass through the heart, 
and the duration of opacification of individual chambers 
such as the left atrium, which varied from 6:3 to 19-8 
seconds (normal under 6-3 seconds). In general, patients 
with a greatly enlarged left atrium tended to have bigger 
hearts and suffered from atrial fibrillation more often 
than patients without enlargement of the left atrium, 
but there was no close correlation. 

Raised pulmonary arterial and wedge pressures with 
normal right heart opacification and intracardiac cir- 
culation times were held to indicate predominant mitral 
stenosis without muscle damage. It was found that a 
temporary increase in opacification and circulation times 
might occur with an acute myocardial disturbance, such 
as the onset of fibrillation, and that on such occasions 
the pulmonary pressure would rise; reversal of these 
changes would follow appropriate treatment. 

Myocardial damage is indicated by an established 
increase in heart size, with prolongation of right heart 
opacification and intracardiac circulation times; if, in 
addition, the pulmonary arterial and wedge pressures are 
raised there is significant mitral stenosis too. Severe 
myocardial damage is suggested by an intracardiac cir- 
culation time of more than 9-1 seconds. 

J. A. Cosh 


1195. Recurrent Mitral Stenosis. Diagnosis by Cathe- 
terization of the Left Side of the Heart 

C. P. Baitey, H. GotpBerG, and D. P. Morse. Journal 
of the American Medical Association [J. Amer. med. Ass.] 
163, 1576-1583, April 27, 1957. 4 figs., 19 refs. 


The occurrence and aetiology of re-stenosis of the 
mitral valve are discussed in this report from the Hahne- 
mann Hospital, Philadelphia. Steriosis has recurred 
in 22 of the 1,000 patients subjected to mitral valvotomy 
at intervals of 5 months to 6 years after the initial 
operation. In 6 patients there had been an initial 
improvement of cardiac function for 1 to 3 years, follow- 
ing which congestive heart failure and death had occurred. 
Pathological examination of these hearts showed that 
the valve commissures had reunited at the site of their 
previous surgical separation, and in 3 cases it was evident 
that there had been a recurrence of rheumatic activity. 
In 16 patients the re-stenosis was confirmed at a second 
(or sometimes a third) operation. Simultaneous right 
and left heart catheterization has been found to be 
valuable in the preoperative diagnosis of re-stenosis. 
[Details of the results are not given.] 
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Factors concerned in the occurrence of re-stenosis are 
thought to be: (1) smouldering or acute recurrent rheu- 
matic activity; and (2) lack of full mobility of the valve 
cusps, due to incomplete commissurotomy or incomplete 
chordal separation at the initial operation, or gross 
fibrosis or calcification of the valve cusps. In order to 
prevent the recurrence of mitral stenosis the prolonged 
administration of penicillin or sulphonamides is advised 
in those cases in which there is evidence of continued 
rheumatic activity. In addition, it is important to 
perform a complete commissurotomy at the initial opera- 
tion so as to establish full mobility of the valve cusps, 
and it is considered that this is technically more easy to 
perform through a right thoracotomy. R. L. Hurt 


1196. Cardio-respiratory Function Two Years after 
Mitral Valvotomy 

K. W. DonaLp, J. M. BisHop, O. L. WaApe, and P. N, 
WorMALD. Clinical Science [Clin. Sci.] 16, 325-350, 
May, 1957. 19 figs., 10 refs. 


The authors have studied the haemodynamic and 
ventilatory changes in 28 patients who underwent mitral 
valvotomy for mitral stenosis at Queen Elizabeth Hos- 
pital, Birmingham, and in whom the surgeon was of 
the opinion that he had enlarged the valve orifice con- 
siderably. Patients were studied during rest and exercise 
before and from 17 to 51 months after operation, and 
9 of them were studied in addition at 6 to 12 months 
after operation. The age of the patients varied from 
18 to 53 years. Mitral regurgitation was reported at 
operation in only 3 patients. 

The clinical assessment of the operation results at 
final follow-up was: “ excellent,” 9; ‘* very good,” 11; 
“good,” 5; ‘“ poor,” 3. Calcification of the mitral 
valve, previous cardiac failure, a raised erythrocyte 
sedimentation rate, or auricular fibrillation did not 
necessarily indicate a bad result. In spite of the great 
clinical improvement in the majority of patients, it was 
found that the pulmonary vascular pressure and cardiac 
output remained grossly abnormal, especially after 
exercise, in all patients. The main objective evidence 
of improvement was that the ventilation at rest and 
during exercise was markedly decreased after valvotomy 
in the majority of patients. Probably as a result of the 
decreased work of breathing, the oxygen uptake at rest, 
which previously had been high, fell to normal post- 
operatively in 23 patients. The resting work done by 
the right ventricle was significantly lessened in 24 patients. 
This was thought to be due not only to a fall in pul- 
monary arterial pressure, but also to an even further 
reduction in cardiac output. This means that for long 
periods during the day the patient’s right ventricle was 
doing only normal work. After exercise, however, this 
decrease in work was only slight. 

Other findings remained abnormal, however. The 
cardiac output at rest in most cases was lower than pre- 
operatively, and on exercise; there was an increase in 
only 6 cases. Pulmonary wedge pressures at rest were 
definitely reduced after the operation, but not to normal 
limits; there was a correlation between resting wedge 
pressure and resting ventilation both before and after 
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operation. The fall in pulmonary arterial pressure was 
greater than the fall in wedge pressure, but remained 
high in 25 patients. After exercise these pressures rose 
and were highly abnormal in most cases, even in patients 
with little or no disability after their valvotomy. Nine 
patients were studied twice postoperatively; only 2 re- 
ported clinical deterioration between the two examina- 
tions. Six patients, however, showed objective evidence 
of some deterioration between these two examinations 
(6 to 12 months and 17 to 51 months), and it seems that 
the postoperative improvement of such patients is not 
permanent. 

The continued need for serial cardiac catheterization 
studies on patients undergoing mitral valvotomy is 
emphasized. 

' [This is an excellent and careful nite, full of factual 
detail.] J. Warwick Buckler 


1197. Mitral Commissurotomy and caisenn Post- 
operative Rheumatic Manifestation. (Commissurotomia 
mitralica e manifestazioni reumatiche post-operatorie a 
distanza) 

A. Actis-Dato and §S. OLIvero. Minerva medica 
[Minerva med. (Torino)] 48, 1411-1416, April 21, 1957. 
16 refs. 


The postoperative course sof 200 patients, 49 male and 
151 female, subjected to mitral commissurotomy at the 
Cardiac Surgical Centre, University of Turin, has been 
observed for periods of 2 to 5 years. Of these patients, 
whose ages ranged from 20 to 51 years, 91 gave a history 
of typical rheumatic fever, 43 had a history suggestive 
of rheumatic fever, and 66 had no such history. In 
22 cases there were signs of rheumatic activity soon after 
the operation, but 18 of these patients had had typical 
rheumatic fever before operation. Late rheumatic mani- 
festations occurred postoperatively in 57 patients, of 
whom 42 had a typical history. The total of 79 cases 
of postoperative recurrence included 59 cases of typical 
rheumatic fever, 4 of tonsillitis alone, and 16 without 
clinical signs but with a rise in the erythrocyte sedimenta- 
tion rate or the antistreptolysin-O titre. — 

Symptoms suggestive of re-establishment of the mitral 
stenosis were observed in 6 cases, all within one year of 
operation; it is noted that 4 of these patients had clinical 
manifestations of rheumatic fever postoperatively. Of 
the 67 patients under the age of 25, nearly half (31) 
developed a recurrence, and of the 133 patients over 25, 
48 suffered a recurrence. 

[No statistical tests for the significance of these figures 
appear to have been applied.] David Friedberg 


1198. Surgical Treatment of Mitral Insufficiency by 
Total Circumferential ‘‘ Purse-string ’’ Suture of the 
Mitral Ring 

R. P. Grover and J. C. Davita. Circulation [Circula- 
tion (N.Y.)] 15, 661-681, May, 1957. 9 figs., 43 refs. 


The authors, convinced that the dominant lesion in 
mitral insufficiency is dilatation of the atrio-ventricular 
ring, have devised a method whereby this ring may be 
reduced in size. This consists in placing an encircling 
suture around the ring. Detailed case histories of the 
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first 12 cases so operated upon at the Presbyterian 
Hospital, Philadelphia, are given; 2 patients died at 
operation and 6 of the remaining 10 were dead within 
the next 5 months. Of the other 4, 3 had excellent 
results. (Since submitting the paper the authors have 
operated upon another 24 patients; of these, 10 are still 
alive.) Of their 2 patients who have lived for more 
than a year after this operation for mitral incompetence 
the authors state that “* they are the only reported cases 
that have lived so long after any operation for mitral 
regurgitation”. [Many patients found to have dominant 


mitral incompetence at operation have survived longer 
than this when nothing has been done.] In 11 of the 
"12 cases there was objective evidence of considerable 
haemodynamic improvement after the operation had 
been completed, and the authors are sure that results 
would be better if patients with less advanced disease 
were subjected to their procedure. 


J. R. Belcher 


CORONARY DISEASE AND MYOCARDIAL 
INFARCTION 


1199. Prognostic Factors in Myocardial Infarction 
G. E. Honey and S. C. TrueLove. Lancet [Lancet] — 
1, 1155-1161, June 8, and 1209-1212, June 15, 1957. 
15 figs., 22 refs. 


The authors have sought to determine the factors 
which influence the prognosis in myocardial infarction, 
and in particular the effect of anticoagulant therapy. 
Taking the arbitrary period of 8 weeks as the duration 
of the acute attack they found that among 506 patients 
admitted to the Radcliffe Infirmary, Oxford, between 
1940 and 1954 with 543 episodes of acute myocardial 
infarction there were 348 survivors after the 8-week 
period. By the end of one year about 1 in 7 of these 
patients had died, in the*second year about 10%, and 
thereafter some 

The most unfavourable factors in the immediate 
prognosis were found to be: (1) congestive failure or 
left ventricular failure; (2) cardiac arrhythmia, including 
multiple extrasystoles ; (3) gross cardiac enlargement; 
and (4) previous cardiac infarction. Patients displaying 
one or more of these features form a “‘ bad-risk ” group, 
and the probability of their dying within a year is four 
times as great as for those with none of these adverse 
features, while over a 5-year period their chance of dying 
is double that of the good-risk patients. Among the 
latter the most likely cause of death within 5 years of 
the acute attack was found to be recurrent infarction, 
particularly in patients under 60. In good-risk patients 
over 60 the expectation of life was no shorter than that 
of other persons of the same age and sex. In the bad- 
risk cases recurrent infarction was common, and cardiac 
failure not associated with further infarction was a 
frequent cause of death. The authors do not consider 
that the effect of anticoagulant therapy on the fatality 
rate has been very great, and attribute most of the 
lowering of mortality to the almost complete abolition | 
of deaths from pulmonary embolism. et 
James W. Brown 
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1200. Diagnostic and Prognostic Significance of Serum 
Transaminase Levels in Coronary Occlusive Disease 

A. A. Katrus, R. WATANABE, and C. SEMENSON. Cir- 
culation (Circulation (N.Y.)] 15, 502-511, April, 1957. 
8 figs., 10 refs. 


“The authors discuss their findings in 255 patients 
aged 37 to 85 years (all except 3 being males) who were 
admitted either to the Wadsworth Veterans Administra- 
tion Hospital or U.C.L.A. Medical Center, Los Angeles, 
because of chest pain strongly suggestive of myocardial 
infarction as the probable diagnosis. These findings 
confirm that a rise in the serum glutamic oxalacetic 
transaminase (SGO-T) level, starting some hours after 
the onset of pain, reaching a peak in 24 to 48 hours, 
and then gradually falling to normal over the following 
3 or 4 days, is of diagnostic importance in myocardial 
infarction, and that the extent of the rise may be of 
prognostic significance. Of the 255 patients, 111 were 
considered to have proven infarction from the history, 
the clinical evidence, and the changes in the electro- 
cardiogram (ECG), which included pathological Q waves 
and typical changing ST and T-wave patterns; in all 
these 111 cases the SGO-T levels, as estimated serially 
over the first 3 to 6 days after the onset of pain, were 
raised. In 144 cases the electrocardiogram was not 
diagnostic of infarction; in 63 of these there was a 
rise in the SGO-T level compatible with infarction. 
At necropsy in 7 cases in this last group infarction was 
found. 

[A number of recent papers have presented similar 
findings. Estimation of the glutamic oxalacetic trans- 
aminase liberated from the damaged heart muscle seems 
to be of value in the differentiation of infarction from 
angina and of cardiac from pulmonary infarction, and 
in proving infarction when different sites obscure the 
ECG evidence. ] P. Hugh-Jones 


1201. The Effect of Permanent Anticoagulant Therapy 
on Symptoms and Mortality in Angina Pectoris. [In 
English] 

B. A. WAALER. Acta medica Scandinavica [Acta med. 
scand.| 157, 289-306, May 4, 1957. 2 figs., 24 refs. 


At the Rikshospital, Oslo, regular anticoagulant 
therapy was given to 275 patients with angina pectoris 
and continued for an average period of 24 years, with 
a range of less than one year to more than 5 years. 
The author recognizes the difficulty of assessing anginal 
symptoms, the natural variations in the course of the 
disease, and the possible influence of weight reduction, 
alteration in smoking habits, and other factors, but a 
control experiment with placebos was not feasible. 
Prothrombin-proconvertin levels were initially deter- 
mined on alternate days and later every 3 weeks. The 
four degrees of anginal distress used in assessing results 
are described. No patients with infarction but no 
angina, or with doubtful angina, or with complicating 
disease were included in the study. The male:female 
ratio was 64:1, and the average age 58-4 years. Up to 
September, 1953, the anticoagulant used was dicoumarol 
(183 cases) and after this date it was phenylindanedione 
(92 cases). 
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The mortality was reduced as compared with a similar 
series of 6,882 patients not treated with anticoagulants 
who were reported by Block et al. (J. Amer. med. Ass., 
1952, 150, 259; Abstracts of World Medicine, 1953, 13, 
218). Thus the annual mortality among those who 
started treatment within one year of diagnosis was 2°%, 
while among those in whom symptoms had been present 
for 4 years before starting therapy the annual mortality 
was 8-1%. The frequency of myocardial infarction 
during treatment was significantly lower than in a ccr- 
responding period before the start of treatment. The 
severity of the angina, as evoked by certain degrees of 
effort, lessened significantly in 38°%%; this improvement 
was gradual, reached a maximum after one year of 
therapy, and then remained fairly constant. Haemor- 
rhages occurred in 1 per 20 patient-treatment-years. 
There were 3 deaths from cerebral vascular accidents in 
the series, all in patients who were hypertensive. The 
author’s general conclusion is that long-term anti- 
coagulant treatment is beneficial in patients with angina 
pectoris. J. N. Agate 


1202. A Clinical Study of Anticoagulants in Acute Myo- 
cardial Infarction with Particular Reference to Early 
Heparin Therapy 

G. L. EAsTMAN, E. T. Cook, E. T..SHINN, R. E. Dutton, 
and R. H. Lyons. American Journal of the Medical 
Sciences [Amer. J. med. Sci.| 233, 647-653, June, 1957. 
1 fig., 15 refs. 


An analysis is presented from New York State Uni- 
versity College of Medicine, Syracuse, of the results of 
anticoagulant therapy in 417 cases of myocardial in- 
farction admitted to hospital between January, 1947, 
and December, 1955. The patients were divided into 
three groups: (1) those who received no treatment (90); 
(2) patients given dicoumarol alone (123); and (3) patients 
given dicoumarol and heparin (149). In 55 instances the 
infarction was judged to have occurred more than 72 
hours previously, and these were excluded from the 
analysis. 

Mortality was highest in the untreated group, but the 
difference was significant only if deaths occurring in the 
first 24 hours were included. Moreover, the authors 
point out that there was doubt concerning the com- 
parability of the groups, the untreated patients probably 
being more severely ill than the patients given anti- 
coagulants. There was no significant difference in the 
mortality between Groups 2 and 3, and since with 
heparin there appeared to be an increase in haemor- 
rhagic complications the use of this drug seemed un- 
profitable. The incidence of thromboembolic compli- 
cations was lower in both treated groups than in the 
control group. A. S. Douglas 


1203. Septal Infarction with Recovery of the Electro- 
cardiogram 

D. G. ABRAHAMS. British Heart Journal (Brit. Heart J.} 
19, 233-242, April, 1957. 5 figs., 18 refs. 

From the London Hospital are reported 5 cases in 
which chest pain was accompanied by an abnormal 
electrocardiogram (ECG), cardiac infarction was diag- 
nosed, and in all cases the ECG reverted to normal 
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over a period of a few days or weeks. The ECG was. 
similar in all 5 cases, being characterized by inversion of 
T waves in at least CR4, but sometimes also in CRI or 
CR7 and one of the limb leads, and absence of abnor- 
malities in the QRS and S-T segments. In 2 patients 
followed up for 3 and 22 months respectively post- 
mortem examination revealed an old infarction in the 
interventricular septum. The eventual return of the 
ECG to normal is ascribed to the development of 
septal intercoronary anastomoses. The prognosis in 
these cases is good if the coronary arterial disease is 
not severe. Gerald R. Graham 


HEART FAILURE 


\ 
-1204. Influence of a Hot and Humid Environment upon 


Cardiac Output and Work in Normal Man and in Patients 
with Chronic Congestive Heart Failure at Rest 

G. E. Burcu and A. HYMAN. American Heart Journal 
[Amer. Heart J.| 53, 665-679, May, 1957. 7 figs., 
25 refs. 


At the Charity Hospital, New Orleans, the authors 
have studied the effects of a hot environment on cardiac 
function in 3 patients with no evidence of cardiovascular 
disease and in 4 patients suffering from chronic con- 
gestive cardiac failure for which conventional therapy 
was being given. Measurements of cardiac work and 
output and of ventricular stroke volume were made, 
first with the patient at rest in a comfortable, air-con- 
ditioned atmosphere and then in a hot and humid 
atmosphere with a temperature of 111° F. (44° C.) and 
86°% humidity. There was a significant increase in the 
figures obtained for both groups of patients when sub- 
jected to the stress of heat and humidity, although the 
increases were greatest in those with a normal cardio- 
vascular system. The increase in cardiac work and out- 
put occurred more as a result of a larger stroke volume 
than of a greater cardiac rate, as opposed to the effect of 
exercise as reported by others. 

The authors point out the possible therapeutic implica- 
tions of their results, but also note that the effects of 
acclimatization to high temperatures and humidity are 
not yet known. J. Warwick Buckler 


1205. Pulmonary Function in Left Ventricular Failure, 
Including Cardiac Asthma 

R. S. Cosspy, E. C. STOWELL, W. R. HARTWIG, and 
M. Mayo. Circulation [Circulation (N.Y.)] 15, 492-501, 
April, 1957. 3 figs., 20 refs. 


An extensive study of pulmonary function in 8 patients 
with hypertensive heart disease, congestive failure, and 
cardiac asthma was carried out at the University of 
South California School of Medicine and the County 
Hospital, Los Angeles, the findings being compared with 
those in 14 patients with mitral stenosis and congestive 
failure and 16 patients with emphysema and right heart 
failure. The patients were selected because of severe 
dyspnoea, irrespective of the presence of a “ wheeze”’, 
and were bedridden at the time of examination. The 
procedure included measurement of lung volume, and 
analysis of blood and gas distribution in the lung, as 
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well as measurement of diffusing capacity by the tech- 
nique of Riley et al. (J. appl. Physiol., 1951, 4, 102). 
In some patients arterial oxygen saturation following 
positive-pressure breathing exercise and inhalation of 


100°% oxygen was estimated. The expiratory air-flow 


pattern was analysed by recording a pneumotachogram 
and simultaneously determining the oxygen and carbon 
dioxide tensions in the expired gas, an infrared analyser 
and a Beckman mass spectrometer being used. 

The lung lesion in patients with hypertensive congestive 
heart failure was found to resemble that in emphyse- 
matous patients, but to differ from that in patients with 
cardiac failure from rheumatic heart disease, there being 
a definite obstructive type of ventilatory defect with 
reduced vital capacity and maximum breathing capacity 
in hypertensive congestive heart failure. In hypertensive 
patients, again as in those with emphysema, the peri- 
pheral blood showed increased tension of carbon di- 
oxide in contrast to the lowered carbon dioxide tension 
in patients with rheumatic heart disease, although in the 
latter group there were greater abnormalities of dif- 
fusion than in the hypertensive group. The emphyse- 
matous patients differed from those with hypertensive 
heart failure in showing a much greater transfer gradient 
and percentage venous admixturé. P. Hugh-Jones 


PERIPHERAL ARTERIES 


1206. Serum-lipids and Atherosclerosis among Yemenite 
Immigrants in Israel 

M. Toor, A. KATCHALSKY, J. AGMON, and D. ALLALOuF. 
Lancet [Lancet] 1, 1270-1273, June 22, 1957. 2 figs., 
18 refs. 


The present population of Israel is largely composed 
of immigrants from different parts of the world with 
widely different historical and cultural backgrounds who 
also have quite different ways of life and different dietary 
customs which they tend to preserve in their new country. 
One of these groups consists of Jews from the Yemen 
who have lived in this south-western tip of the Arabian 
peninsula since biblical times, having for thousands of 
years had no intercourse with the Jews of other countries 
and being also largely isolated from the surrounding 
Arabs. Such a population offers a rare opportunity for 
a comparative study of the influence of diet on serum 
cholesterol levels and of the incidence of atherosclerosis. 

For the purpose of the present investigation, carried 
out at Beilinson Hospital, Israel, two matched groups 
were selected: (1) those who had lived for over 20 years 
in Israel (254 early Yemenite immigrants), and (2) those 
who had immigrated within the last 5 years (274 recent 
Yemenite immigrants), consisting together of 528 persons. 
A careful study of the social conditions and dietary 
habits in the two groups showed that the average daily 
caloric intake of the former group was about 600 Cal. 
higher than that of recent immigrants. The intake of 
animal proteins and fats was also different, recent 
immigrants (Group 2) deriving about 16°% of the total 
caloric intake from fats, while this figure for early 
immigrants was 21%. The serum cholesterol level in 
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men in Group 2 between the ages of 35 and 64 was 
from 35 to 48 mg. per 100 ml. lower than in Group 1 
and that in women from 22 to 38 mg. per 100 ml. lower. 
It is of particular importance that in Group 2 the mean 
serum cholesterol level in men between the ages of 45 


and 64 was 158 mg. per 100 ml., while in men in this 


group aged between 35 and 45 the level was even lower 
(146 mg. per 100 ml.); these values are very near, and 
in some cases were lower than, those found in Bantus. 

The official statistics for the years 1953-5 showed that 
mortality from atherosclerosis in early immigrants 
was about four times higher than in recent immigrants, 
while the over-all mortality from atherosclerosis in the 
general population of Israel was about 54 to 6 times 
higher. Among the many interesting observations in this 
paper are the comparisons with similar data for Jews of 
European origin, of which the following appear to be 
outstanding: serum cholesterol levels were highest in 
both male and female early Yemenite immigrants, but 
were closely followed by those in Jews of European 
origin. The lowest serum cholesterol levels were found 
in recent Yemenite immigrants, and particularly in males 
of this group. The death rate from atherosclerosis was 
highest among European Jews and was only a little 
lower among early Yemenite immigrants, whereas the 
rate among recent Yemenite immigrants lagged far 
behind. 

[As there are about 200,000 Yemenite immigrants in 
Israel at present, the continuation and further extension 
of these investigations might add most valuable knowl- 
edge to what is known regarding the importance of race 
and of social and nutritional habits in the aetiology of 
atherosclerosis. ] Z. A. Leitner 


1207. Changes in Lipid Metabolism under the Influence 
of Prolonged Anticoagulant Treatment in Atherosclerosis. 
(Les modifications du métabolisme lipidique sous l’in- 


fluence du traitement anticoagulant prolongé dans. 


l’athérosclérose) 

M. GAULTIER, C. FrILEUXx, P. NoGRETTE, and G. HuGor. 
Presse médicale [Presse méd.| 65, 683-684, April 13, 
1957. 2 figs. 


Of 43 patients (31 men and 12 women) aged 41 to 79 
(mean 60) years studied by the authors at the Hdtel- 
Dieu, Paris, 26 were suffering from angina pectoris and 
showed signs of cardiac ischaemic changes in the electro- 
cardiogram. Among these 26 patients were 6 with 
electrocardiographic evidence of previous, but not recent, 
infarction, 12 were hypertensive, 2 were diabetic, one 
was myxoedematous, and 2 also suffered from arterial 
disease in the lower limbs. Of the remaining 17 patients, 
13 had intermittent claudication and 4 atypical angina. 
Anticoagulant treatment with phenindione was given in 
doses of 50 to 150 mg. daily for several years, most of 
the patients being ambulant. In many of the cases the 
anginal pain and claudication diminished and the electro- 
cardiographic changes regressed. No fresh episodes of 
infarction occurred. The beta:alpha lipoprotein ratio 
(as determined by paper electrophoresis) and the Kunkel 
phenol reaction were both reduced, and the serum total 
cholesterol level was probably also slightly lowered. 
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- The improvement noted in some patients receiving only 


small doses of phenindione seems to suggest that the 
effect of this drug on lipid metabolism may be indepen- 
dent of its anticoagulant action. © 

Robert de Mowbray ~ 


1208. Treatment of Gangrene of the Feet and Legs by 
Walking 
W. T. Foiey. Circulation [Circulation (N.Y.)] 15, 689- 
700, May, 1957. 10 figs., 12 refs. 


The author analyses the results obtained at the New 
York Hospital—Cornell Medical Center in the treatment 
of 22 patients suffering from gangrene of the lower limbs. 
The usual methods of treatment of arterial insufficiency 
in such lesions were followed, but in order to stimulate 
collateral blood flow with the object of improving the 
metabolic state of the involved tissues a programme of 
walking exercises was also instituted in view. of the 
good results of exercise reported by surgeons in the 
treatment of fractures. The regimen was briefly as 
follows. The lesion and the surrounding areas were 
covered with an antibiotic ointment, while lanolin and 
other suitable substances were used to prevent the tissues 
becoming dehydrated. The entire foot and deg were 
then wrapped in cotton wool and loosely but securely 
bandaged to protect them from injury and covered with 
a white sock. The gangrenous lesions were dressed 
daily and as necrotic tissue became mummified gentle 
debridement was carried out. Additional measures 
were: (1) the administration of drugs to relieve vaso- 
spasm; (2) the induction of fever by the intravenous 
injection of typhoid vaccine every 2 or 3 days in in- 
creasing doses in order to increase vasodilatation; 
(3) the administration of anticoagulants where appro- 
priate; (4) the strict avoidance of tobacco because of its 
vasoconstrictive action; (5) the use of an oscillating bed 
to aid the flow of blood in the collateral channels by 
means of the alternate filling and draining of the affected 
limb. 

The author states that the contraindications to this 
treatment are the following: severe debility, recent myo- 
cardial infarction, high fever, severe myocardial insuffi- 
ciency, recent thrombophlebitis, spreading cellulitis, 
recent and actively spreading gangrene, and cerebral 
damage with paralysis. He found that the introduction 
of walking did not hinder healing, but on the contrary 
appeared to aid it. Patients were able to walk to the 
bathroom and also to attend to other personal needs, 
so reducing nursing care, and were also able to leave 
hospital sooner. 

With this regimen healing occurred surprisingly quickly 
and some patients were able to return to work while 
still under treatment. Of the 22 patients treated, of 
whom brief case histories are given, a good result was 
obtained in all but one, a Puerto Rican woman aged 61 
who did not cooperate in the treatment. It is stressed 
that in cases in which the patient has been in bed for a 
long time the introduction of-standing and then walking 
should be extremely gradual and an adequate support 
such as a suitable shoe should be worn. 

Leon Gillis 
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HYPERTENSION 


1209. Obesity and Hypertension among Young Adults 

N. Szent-Gy6rcyi. American Journal~ of Clinical 
Nutrition [Amer. J. clin. Nutr.} 5, 274-278, May-June, 
1957. 10 refs. 

Using 140 mm. Hg systolic blood pressure limit as a 
criterion for hypertension, and the Broca formula as the 
criterion for obesity in a young adult population (3,508 
college students) it was found that the difference in the 
incidence of obesity between the normotensive and hyper- 
tensive students was statistically highly significant (26-5°% 
of the normotensives and 47°% of the hypertensives were 
obese). The incidence of hypertension,was 8-1°% among 


- the American and 4-9°% among the foreign-born males. 


jt was found that 979 or 27-:9°%% of the students (29°% of 
the males and 23-99% of the females) were overweight. 
The incidence of hypertension was 499% and 11-3%, 
respectively, among the non-obese and the obese students. 
The difference is highly significant, there being more than 
twice as many hypertensives among the obese as among 
the non-obese. Of the obese 12:4°% and of the non- 
obese 6-3°% of the American males were hypertensive. 

No significant difference was found in the different 
age groups in respect to hypertension and obesity. No 
increase in the incidence of hypertensive obesity was 
found with increasing age below the age of 40. The 
incidence of obesity gradually increased among foreign- 
born students with increasing number of years of 
American residency.—[Author’s summary.] 


1210. Circulatory Studies in Hypertensive Patients at 
Rest and during Exercise. With a Note on the Starling 
Relationship in the Left Ventricle in ete Hyper- 
tension 

S. H. Taytor, K. W. DONALD, and J. M. BIsHoP. 
Clinical Science [Clin. Sci.] 16, "351-376, May, 1957. 
15 figs., 43 refs. 


In the study reported here from the Queen Elizabeth 
Hospital, Birmingham, the authors have investigated 
the haemodynamics of 20 patients with essential hyper- 
tension by means of cardiac catheterization. The 
patients were divided into two groups according to 
their degree of exercise tolerance and, under mild 
sedation, the values for various haemodynamic factors 
were determined, first at rest and then during the 
fourth or fifth minute of exercise which was approaching 
the limit of tolerance. No patient showed any clinical 
evidence of right or left ventricular failure at the time 
of the study, and none was receiving hypotensive drugs. 
Control values were those obtained in a previous study 
of 16 normal subjects under similar conditions. 

It was found that in the less disabled patients the oxygen 
uptake, cardiac output, and pulmonary arterial and 
pulmonary wedge (pulmonary “capillary ’’) pressures at 
rest did not differ significantly from normal, and that 
during exercise these patients showed a normal response 
in regard to cardiac output, except that in the majority 
of cases there was a significant rise in pulmonary wedge 
pressure. In the second group, however, that is the 
more disabled patients, the oxygen uptake was higher 


than normal and the cardiac output lower at rest. 
Every patient in this group from whom a satisfactory 
record was obtained showed an abnormal rise in pul- 
monary wedge pressure on exercise and in some this 
pressure was high even at rest. Exercise produced a 
subnormal response in cardiac output in all cases in 
this group. No correlation could be established between 
the level of the blood pressure, severity of retinal changes, 
or an electrocardiographic pattern of left ventricular 
strain on the one hand and, on the other, the objective 
haemodynamic findings of impaired left ventricular per- 
formance, notably the raised wedge pressure, and the 
subnormal cardiac output response to exercise. These 
haemodynamic factors did, however, correlate roughly 
with the degree of exertional dyspnoea and cardiac 
enlargement. 

The authors present in tables the clinical features and 
the detailed findings in regard to pulse rate, stroke 
volume, vascular pressures, pulmonary and systemic 
vascular resistance, ventricular work, and pulmonary 
ventilation for all patients both at rest and during 
exercise. The relationship of the left ventricular filling 
pressure to ventricular work in this series of patients is 
compared with that found by Starling in the isolated 
dog heart. J. Warwick Buckler 


1211. Etiological Role of Sodium Chloride Intake in. 
Essential Hypertension in Humans 

L. K. Dant and R. A. Love. Journal of the American 
Medical Association [J. Amer. med. Ass.] 164, 397-400, 
May 25, 1957. 18 refs. 


Among 1,346 adults who were classified according to 
their sodium chloride intake at the table, there were 
only 135 classed as having a low intake, while there were 
630 and 581 in the average-intake and high-intake groups 
respectively. The 105 persons with hypertension were 
distributed among the salt-intake groups in nonrandom 
fashion as follows: low intake, 1; average intake, 43; 
and high intake, 61. Tested by the chi-square method, 
the probability of such a distribution of hypertension 
occurring by chance was found to be less than 1 in 1,000. 
The group with low-salt intake had significantly less and 
the group with high-salt intake significantly more hyper- 
tension than would be expected from random distribu- 
tion. 

By dividing all individuals into overweight and non- 
overweight groups in addition to the sodium chloride 
categories, the following statistically significant (P<0-01) . 
conclusions can be derived: 1. Individuals who are not 
overweight but who are on a high-salt diet will have 
several times the incidence of hypertension found in 
similar individuals on a low-salt diet. 2. Among indivi- 
duals who are on a high-salt diet, those who are over- 
weight will have significantly more hypertension than 
will those who are not overweight. 3. Those individuals 
who are both overweight and on a high-salt diet will 
have a much greater incidence of hypertension than will 
individuals not overweight and on a low-sodium diet. 
The hypothesis is submitted that the level of sodium 
intake is the primary etiological factor in the development 
of essential hypertension.—[Authors’ summary.] 
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1212. The Relationship of Abnormal Red Cells to the 
Normal Spleen 
I. M. Harris, J. M. McA.IsTer, and T. A. J. PRANKERD. 
Clinical Science [Clin. Sci.] 16, 223-230, May, 1957. 
9 figs., 8 refs. 


At University College Hospital, London, the fate of 
abnormal but compatible erythrocytes in healthy subjects 
was studied, the purpose being to observe the life-span 
and site of destruction of erythrocytes having some of the 
abnormalities of such cells in certain haemolytic states. 
Erythrocytes with naturally occurring abnormalities 
were obtained from patients with sickle-cell anaemia, 
thalassaemia, and, if one case, with symptomatic haemo- 
lytic anaemia in which there was a positive reaction to 
the direct antiglobulin test. In other studies healthy 
subjects were given labelled samples of their own erythro- 
cytes in which lysis, spherocytosis, removal of surface 
lipid, and inhibition of cellular metabolism had been 
induced by chemical or physical means. By following 
the fate of such cells in healthy subjects it was hoped to 
isolate the effect of erythrocyte abnormality from any 
abnormality of the environment, particularly any splenic 
abnormality, which may co-exist in the naturally occur- 
ring haemolytic states. The cells were labelled with 
radioactive chromium (5!Cr), and their fate after injec- 
tion was followed by surface counting of the radio- 
activity over the liver and spleen and in samples taken 
from the peripheral blood. 

The results suggest that spherocytes and erythrocytes 
with an altered surface are selectively destroyed in the 
spleen. If the fate of erythrocytes lysed before injection 
is accepted as indicative of the fate of cells destroyed 
other than in the spleen, then non-metabolizing erythro- 
cytes, sickle cells, and the cells in thalassaemia may be 
assumed to be destroyed throughout the circulation. 
This is in accord with the known failure of splenectomy 
to influence the anaemia in sickle-cell disease and 
thalassaemia. The authors discuss the finding that non- 
metabolizing erythrocytes are not selectively destroyed 
in the spleen, and point out that in some patients with 
acquired haemolytic anaemia these cells may have both 
an altered surface and defective metabolism. In such 
patients studies of the fate of labelled erythrocytes may 
be of help in forecasting the therapeutic efficacy of 
splenectomy. A. G. Baikie 


1213. Studies on Hemoglobin E. III. Homozygous 
Hemoglobin E and Variants of Thalassemia and Hemo- 
globin E. A Family Study 

S. Na-NAKorN and V. MINNICH. Blood [Blood] 12, 529- 
538, June, 1957. 3 figs., 9 refs. 


1214. Aplastic Anaemia Due to Phenylbutazone 
G. R. VENNING. British Medical Journal (Brit. med. J.] 
2, 146, July 20, 1957. 5 refs. 


Haematology 
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1215. Seasonal Incidence of Megaloblastic Anaemia of 
Pregnancy and the Puerperium 

R. B. THompson. Lancet [Lancet] 1, 1171-1172, June 
8, 1957. 14 refs. 


A survey of the case records of 105 patients suffering 
from megaloblastic anaemia during pregnancy was 
undertaken at Princess Mary Maternity Hospital, New- 
castle upon Tyne, with a view to determining whether 
dietary deficiency was a significant factor, correlating 
such deficiency with the seasonal incidence. It was 
found that there were significantly more deliveries in the 
6 months from February to July than the other 6 months, 
and that the onset of the disorder, ascertained in some 
cases from the results of blood examination of patients 
attending the antenatal clinic and in others from accounts 
of their symptoms, showed a similar seasonal incidence 
but in an earlier 6-month period. Thus the onset was 
in the period December to May in 70 patients and in 
June to November in 30. 

It is suggested that dietary deficiency of folic acid 
during the winter months, when fresh green vegetables, 
the most important source of the acid, are scarce, is at 
least a contributory cause of the disorder. 

Ethel Browning ~ 


1216. Mild Haemophilia—a Clinical and Laboratory 
Study 

W. R. Pitney. Australasian Annals of Medicine [Aust. 
Ann. Med.) 6, 44-52, Feb., 1957. 18 refs. 


This paper from the Postgraduate Medical School 
(Hammersmith Hospital), London, describes the clinical 
and laboratory features of 19 cases of haemophilia 
selected for study from a larger series of 65 haemo- 
philiacs because the disease was in a mild form. The 
mildness was assessed both on the clinical features of 
the cases and on the results of laboratory study. 
Among the clinical features of interest, it was found that 
in only about half of the cases was the family history 
positive. Usually these cases were referred because of 
excessive bleeding after tooth extraction. Less common 
manifestations drawing attention to the defect were 
excessive haemorrhage following other operations, 
gastro-intestinal bleeding, and mild haemarthroses. 

The whole-blood coagulation time was normal in all 
patients. The prothrombin consumption index was 
within, but frequently at the upper limits of, the normal 
range. The thrombin generation test gave normal 
results in two-thirds of the patients tested. The most 
reliable diagnostic test was the thromboplastin generation 
technique. In 4 of the 19 patients even this test, when 
unmodified, did not clearly demonstrate the abnormality. 
The defect under these circumstances was obvious only 
when the adsorbed plasma component of the reacting 
system was used at a dilution of 1:20. Examination of 
17 of the patients with the thromboplastin generation 
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technique as the basis of an antihaemophilic globulin 
assay technique showed the amount of antihaemophilic 
globulin present to vary from 3°% to 38% compared 
with a normal range of 50°% to 220%. 

A. S. Douglas 


1217. Platelet Transfusions in Pediatrics 

J. J. McGovern. New England Journal of Medicine 
[New Engl. J. Med.] 256, 922-927, May 16, 1957. 
21 refs. 


The author, working at the Massachusetts General 
Hospital, Boston, prepared platelet concentrates by a 
modification of the method described by Gardner, 
Howell, and Hirsch (J. Lab. clin. Med., 1954, 43, 196). 
For this, 500 ml. of blood is collected in a plastic bag 
containing 75 ml. of acid-citrate—dextrose solution. 
Following centrifugation at 1,200 revolutions per minute 
for 20 minutes at room temperature the supernatant, 
platelet-rich, plasma is transferred to a smaller plastic 
bag, which is then centrifuged at 2,500 revolutions per 
minute for 20 minutes at room temperature. All but 
50 ml. of the supernatant plasma is removed, and the 
remaining platelets are resuspended by gentle massage 
of the bag. 

Platelet transfusions given to 3 children with severe 
chronic thrombocytopenia enabled major surgery to be 
carried out without excessive bleeding. Two patients 
with acute reversible thrombocytopenia received re- 
peated platelet transfusions with satisfactory control of 
haemorrhage and without development of platelet anti- 
bodies; active bleeding ceased 15 to 30 minutes after 
transfusion. The survival time of transfused platelets 
in cases of aplastic anaemia was from 4 to 6 days, but 
was shorter in some patients with idiopathic thrombo- 
cytopenic purpura and leukaemia. Defective pro- 
thrombin consumption improved as the platelet count 
rose. The prolonged bleeding time was shortened for 
only 1 or 2 days, although some elevation of the platelet 
count was apparent for 3 or 4 days. The haemostatic 
effects of platelet transfusion, however, exceeded’ the 
laboratory improvement by 2 or 3 days. 

The author points out that the elimination of refrigera- 
tion and of special anticoagulants in his method of 
preparing platelet concentrates affected neither the 
survival time nor the functional efficiency of the trans- 
fused platelets. J. L. Markson 


1218. Thrombopathy. (Trombopathie) 

S. VAN CREVELD, LiEM KHE Ho, and H. A. VEDER. 
Maandschrift voor kindergeneeskunde |[Maandschr. Kinder- 
geneesk.] 25, 112-126, April, 1957. 2 figs., 44 refs. 


The authors define thrombopathy as a condition in 
which there is a normal number of platelets but deficient 
platelet function and occurring in patients showing pur- 
pura, epistaxis, bleeding from the gums, melaena, and 
excessive bleeding following dental or surgical pro- 
cedures. Bleeding may be severe but is seldom fatal. 
Four important platelet factors have been demonstrated: 
(1) that accelerating the conversion of prothrombin to 
thrombin; (2) that potentiating the action of thrombin in 
converting fibrinogen to fibrin; (3) a factor which 


together with a plasma factor produces thromboplastin; 
and (4) a factor which has a heparin-neutralizing effect. 
Platelet function may be studied by determining the 
platelet count, clotting time, bleeding time, percentage 
clot retraction, residual prothrombin (one hour after 
clotting at 37° C.), heparin tolerance (that is, the clot- 
ting time after the addition of 1, 2, or 4 ug. of heparin 
to 1 ml. of freshly drawn venous blood at 37° C.), and 
the thromboplastin generation test. Platelet functions 
may be affected unequally in thrombopathy. ; 

By means of these methods, platelet functions were 
investigated at the University Paediatric Clinic, Amster- 
dam, in 35 patients with purpura and in others with 
some of the types of bleeding described above in whom 
the platelet count was normal. In all cases the result 
of at least one test was abnormal, and in 23 cases various 
combinations of abnormal test results were abtained. 
Clot retraction, heparin tolerance, bleeding time, and 
residual prothrombin values were normal in about half 
the patients tested. The thromboplastin generation test 
gave a normal result in 12 of the 14 patients tested, all 
of whom showed some abnormality of platelet function 
by the other tests. In 2 patients with thrombocytopenia 
all platelet function tests were abnormal; but during 
recovery the platelet count became normal in a few 
months, while all platelet functions also returned to 
normal but at a much slower rate. In a third patient 
the bleeding time remained prolonged even after tests 
showed that the platelet count and other platelet functions 
had become normal; however, in this case the platelet 
count fell 6 months later and all the function tests again 
gave abnormal results. The authors suggest that the 
thromboplastin generation test alone is not sufficient for 
the diagnosis of disturbed platelet function and recom- 
mend the use of the battery of tests described. 

M. Lubran 


1219. Capillary Fragility in Older People. The Evalua- 
tion of Bio-flavonoid Therapy 

B. SoxoLorr, W. C. Martin, and C. C. SagLHor. 
Journal of. the American Geriatrics Society [J. Amer. 
Geriat. Soc.] 5, 306-318, March, 1957. Bibliography. 


The therapeutic use of certain bio-flavonoids in older 
people with diseases characterized by increased capillary 
fragility is described from Florida Southern College, 
Lakeland, Florida. These bio-flavonoids are chemically 
similar to, but not identical with, the original vitamin P. 
A negative-pressure method was used for the estimation 
of capillary fragility in a series of 189 patients varying 
in age from 53 to 88 years; this showed an increased 
capillary fragility in 134. Of these patients, 30 were 
treated with bio-flavonoids orally for 4 weeks, and in 27 
the capillary fragility reading was restored to normal 
or almost normal. 

Following an uncontrolled clinical trial the authors 
report favourably on the use of bio-flavonoids in elderly 
patients with recurrent small cerebro-vascular incidents 
(“‘ little strokes ”’), with retinitis (diabetic and hyper- 
tensive), and with epistaxis. There was thought also 
to be some beneficial effect in rheumatoid arthritis. 

A. S. Douglas 
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1220. Outpatient Bronchodilator Therapy 


B. GANDeviA, K. M. Hume, and F. J. Prime. Lancet. 


[Lancet] 1, 956-960, May 11, 1957. 2 figs., 2 refs. 


At the Brompton Hospital, London, a comparison 
was made of the bronchodilator effects of (1) “* theodrox ” 
tablets (each containing 3 grains (0-2 g.) of aminophyl- 
line and 4 grains (0-26 g.) of aluminium hydroxide), one 
3 times daily, (2) choline theophyllinate, one tablet 
(200 mg.) 3 times daily, (3) aminophylline suppositories 
(4 grains), (4) isoprenaline sulphate, one 10-mg. tablet 
administered sublingually 3 times daily, increasing to 
2 tablets 3 times daily, (5) phenobarbitone, 4 grain 
(32 mg.) 2 or 3 times daily, and (6) an inert placebo. 
The 18 subjects, who were out-patients suffering from 
asthma (2), chronic bronchitis (2), bronchitis and 
asthma (6), or bronchitis and emphysema (8), were 
selected from a total of 40, selection being dependent on 
there being an increase of at least 10% in the vital 
capacity or in the one-second forced expiratory volume 
(F.E.V.;) after inhaling 1% isoprenaline aerosol. In all 
cases there were rhonchi, wheezing, and a cough. Each 
preparation was administered for one week at a time, 
“the patients being divided into 6 groups of 3 and each 
group being allotted a different drug weekly according 
to a predetermined plan. The effect was measured by 
recording the F.E.V.; at the end of each weekly course, 
1 to 3 hours after the last dose. The patients’ opinions 
of the relative efficacy of the drugs were also noted. 

Choline theophyllinate and aminophylline supposi- 
tories were found to be effective bronchodilators, though 
the improvement in F.E.V.; was less than the immediate 
response to isoprenaline aerosol. From comparison of 
the objective and subjective findings it appears that a 
degree of improvement resulting in an increase in the 
F.E.V.; by more than 10°% can be detected subjectively, 
while those patients who felt greatly improved showed a 
mean increase in the F.E.V.; of 32%. It was also 
concluded that the patient’s assessment is probably 
influenced by his personality. The patients thought 
well of phenobarbitone although it had no definite 
objective effect. 

The authors conclude that “excluding hormonal 
therapy and under conditions of outpatient practice, the 
most satisfactory symptomatic treatment of wheezing 
dyspnoea at present available is likely to be a combina- 
tion of one of the more effective bronchodilators with 
small daily doses of phenobarbitone’’. 

[No distinction was made between the responses of 
the bronchitic and the asthmatic subjects.] 

Bernard J. Freedman 


1221. Non-tuberculous Cavitary Disease of the Lungs — 
E. G. Laroret and M. T. Laroret. Diseases of the 
Chest [Dis. Chest] 31, 665-679, June, 1957. 6 figs. 


LUNGS AND BRONCHI 


1222. Differentiation of Right-upper-lobe Pneumonia 
from Bronchogenic Carcinoma 

W. M. M. Kirpy, W. S. WappinGTon, and B. F. 
Francis. New England Journal of Medicine [New Engl. 
J. Med.) 256, 828-833, May 2, 1957. 4 figs., 4 refs. 


The characteristic features of delayed resolution and 
partial collapse of the right upper lobe after bacterial 
pneumonia are discussed im relation to the differential 
diagnosis of bronchogenic carcinoma, the observations 
being based on 23 cases of the former condition seen over 
a recent 6-year period at the King County and Veterans 
Administration Hospitals, Seattle, Washington. In all 
23 cases radiographs taken 3 or 4 weeks after the onset 
of signs and symptoms of bacterial pneumonia showed 
consolidation and also partial collapse of the upper lobe, 
as evidenced by elevation of the horizontal fissure. This 
suggested the possibility of an underlying bronchial 
carcinoma, but in fact in 19 cases resolution was com- 
plete in 2 to 6 months, and at a follow-up examination 
after at least one year there was no evidence of the 
presence of a neoplasm. In 2 early cases lobectomy was 
performed, and unresolved pneumonia only was found; 
2 patients died from coronary occlusion, and necropsy 
showed unresolved pneumonia but no tumour. 

The authors draw attention to some features which 
distinguish pneumonic consolidation from carcinoma of 
the lung, particularly the acute onset in a previously 
healthy patient and the reliability of negative findings 
on bronchoscopy and sputum culture. Recognition 
of these features should, in their view, make it possible 
to avoid thoractomy. They also discuss the mechanisms 
responsible for delayed resolution, and note that 22 out 
of the 23 patients were chronic alcoholics. They have 
seen cases of prolonged consolidation with partial 
collapse in other lobes of the lung, but less commonly 
than cases with involvement of the right upper lobe. 

K. C. Robinson 


1223. Mucoid Impaction of the Bronchi 

C. Harvey, R. B. BLacket, and J. READ. Australasian 
Annals of Medicine {Aust. Ann. Med.] 6, 16-28, Feb., 
1957. 19 figs., 16 refs. 


In certain cases of chronic asthma and bronchitis pro- 
gressive accumulation of layers of inspissated mucus has 
been found to occur, especially in segmental bronchi 
just distal to a bifurcation. The affected bronchi be- 
come dilated by the impacted plugs and, unless these 
are coughed up, atelectasis, suppuration, and bronchi- 
ectasis may follow. Shaw first described 10 cases of 
this syndrome in 1951, calling it “‘ mucoid impaction of 
the bronchi”. A further 7 cases are here reported from 
the Royal Prince Alfred Hospital, Sydney. 
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Although all these patients were known asthmatics, 
symptoms and signs were relatively few, in contrast to 
the marked radiological abnormalities seen. The latter 
consisted of two components—rounded opacities, usually 
hilar or parahilar, due to the mucus plugs and easily 
mistaken for hilar lymphadenopathy, and softer peri- 
pheral opacities due to infiltration or consolidation—- 
collapse of the affected segments. Bronchography con- 
firmed obstruction or, if plugs had been coughed up, 
showed evidence of bronchiectasis. 

In 2 cases in which a lobe was resected the bronchi of 
all sizes showed eosinophilic mucus plugging, inflam- 
matory infiltration of the walls, hypertrophy of the 
mucous glands, and herniation of the mucosa through 
the muscularis mucosae, with inflammation of the sur- 
rounding lung. The plugs obstructing the larger bronchi 
were sometimes of almost cartilaginous consistency. 
Eosinophilia was found at some stage in 5 of the cases. 
This is to be expected in asthmatic patients, and reference 
to the large literature on Loeffler’s syndrome indicates a 
close connexion or overlap between the two conditions. 

The diagnosis of mucoid impaction of the bronchi 
may prove difficult and has often been reached only after 
resection for suspected carcinoma or after a period of 
antituberculous therapy. Treatment should consist in 
vigorous physiotherapy to dislodge the occluding plugs 
and specific antibiotic therapy for infection. The authors 
have found that ACTH (corticotrophin) and cortisone 
encourage infection and tissue destruction in these cases 
and are contraindicated. Resection should be reserved 
for grossly damaged or chronic suppurative areas. All 
grades of this syndrome have been described, and despite 
its usually prolonged and variable course, the ultimate 
extent of the lung damage i is unpredictable. 

B. Golberg 


1224. The Treatment of Adenoid Cystic Carcinoma 
(Cylindroma) of the Respiratory Tract by Surgery and 
Radiation Therapy 

J. O. Viera and H. C. Mater. Diseases of the Chest 
[Dis. Chest] 31, 493-511, May, 1957. 3 figs., 47 refs. 


Adenoid cystic carcinomata arise in the major bronchi 
or trachea, and in some classifications are divided into 
two types—the more frequent carcinoid type (60% of 
which occur in females) and the cylindroma type (which 
is more common in males). These tumours form a 
heterogeneous group having both epithelial and mesen- 
chymal elements, and are believed by some to arise 
from the mucous glands or ducts of the respiratory tract. 
They have characteristics similar to those of tumours 
found in the salivary glands, pharynx, palate, and breast. 
Many of the cylindromata have a high incidence of 
malignancy (35%) with both local and distant meta- 
stases, although the clinical course may be protracted. 

Surgical resection is to be preferred to endoscopy with 
treatment by coagulation, implantation of radon seeds, 
or irradiation. The prognosis is good when the tumour 
is so situated that the primary growth can be removed 
with wide margins by means of lobectomy or irradiation. 
Even if tracheal resection and reconstruction are required 
the results are still better than for most other primary 
malignant tumours, although there may be recurrence 


after many months or years. A feature of these tumours 
is that they differ individually in the response to irradia- 
tion; in those cases in which radical excision. is not 
possible localized resection and irradiation may relieve 
symptoms and prolong life. 

A study of the results in 31 reported cases treated by 
various methods of irradiation (the present authors 
favour ultra-high voltage) showed that 6 patients had 
lived without recurrence for over 5 years, 5 died “in 5 ~ 
or more years”’, one was living with recurrence after 
5 years, and 4 others lived several months to 4 years 
without recurrence. In 7 cases the data available were 
inadequate; the remaining patients died from the disease. - 
The authors consider that marked palliative benefit can 
be expected “‘ from judicious x-ray therapy ” in one-third 
of the inoperable cases. They state that 5-year survival 
without demonstrable disease does not necessarily mean 
cure by surgery or irradiation, that there is not sufficient 
evidence to evaluate the role of tracheal resection, and 
that information on the results of high-voltage irradiation 
is still lacking. : C. A. Jackson 


1225. Salmonella Pleuropulmonary Disease 

W. Weiss, G. M. EISENBERG, and H. F. FLippin. 
American Journal of the Medical Sciences [Amer. J. med. 
Sci.] 233, 487-496, May, 1957. 9 refs. 


Infection of the respiratory tract with salmonellae 
other than Salmonella typhosa is uncommon even among 
the rare instances of focal manifestations of salmonellosis, 
and the authors have encountered only 4 cases at the 
Philadelphia General Hospital over a period of 10 years 
during which special efforts for the detection of salmonel- 
losis were maintained. Early diagnosis was made diffi- 
cult in these cases by wide variations in the clinical 
picture. Suppuration was present in 3 cases (empyema 
in one, lung abscess in 2), while the remaining patient 
had signs of pneumonia. Only one patient exhibited 
gastro-intestinal symptoms, which were accompanied by 
leucocytosis, the others showing leucopenia. Pyrexia 
was prominent in all cases. All 4 patients had genito- 
urinary disease (infection in 3, carcinoma in one), and 
the possibility that the genito-urinary tract was the portal 
of entry subsequent to an ascending infection from the 
bowel is discussed. 

S. typhimurium was isolated in 2 cases and Salmonella 
spp. (Types Newport and Brunswick respectively) in the 
others. The organisms were cultured from sputum or 
material obtained from the respiratory tract on broncho- 
scopy in all cases, and in one case of bacteriaemia from 
the blood, ‘stools, and urine also. Surgical intervention 
(open drainage) was necessary in 2 instances, and 
recovery was complete in 3, the fourth patient dying 


_ of terminal carcinomatosis. All the strains isolated 


were susceptible to the action of chloramphenicol, which 
was used in treatment in 3 cases; in the fourth the 
organism also proved sensitive to oxytetracycline, with 
which the infection was successfully treated. In 2 cases 
the patient had received cortisone therapy before the 
development of respiratory involvement, and the authors 
emphasize the possibility that this drug may have played 
a part in the dissemination of the infection. 
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The serological tests for the diagnosis of salmonellosis 
and their interpretation are discussed at length and the 
varying pattern of antibiotic susceptibility in the course 
of the disease receives due attention. The authors believe 
that many infections of this type may go unrecognized 
because of the complexity of the bacteriological tech- 
niques required for their detection and the protean 
character of their clinical manifestations. ; 
Max Mayer 


1226. Chloramphenicol in Treatment of Acute Respira- 
tory Infection 

A. H. Ioannipis and J. McC. Murpocu. British 
Medical Journal [Brit. med. J.] 1, 1157-1160, May 18, 
1957. 1 fig., 37 refs. 


The authors report observations on the results of 
treatment with chloramphenicol in 80 patients admitted 
to the Royal Infirmary, Edinburgh, with acute severe 
respiratory infection, in some cases complicated by other 
conditions. The predominant organism was Haemo- 
philus influenzae in 15 cases, pneumococcus in 24, and 
Staphylococcus aureus in 19; in the remaining 22 cases 
there was no predominant growth from cultures of mixed 
organisms. Chloramphenicol was given in doses of 
500 mg. six-hourly to a total of 10 g. in 5 days. 

Clinical improvement occurred in 77 cases, while 3 
were totally unaffected. There were 3 relapses within 
a week, but the infection was controlled for one to 8 
months after treatment in 73 patients. There were no 
side-effects in 75 patients; of the other 5, one had a 
transient diarrhoea, 3 developed a-dry mouth, one of 
these suffering from mild “‘ black tongue”, and one had 
a slight erythematous rash. There was no evidence of 
blood dyscrasia. The authors consider that the potential 
toxicity of chloramphenicol has been overstressed, and 
that there is a definite place for this drug in the treatment 
of acute severe respiratory infections, particularly in 
view of the reported increasing incidence of resistance to 
other antibiotics. I. Ansell 


1227. The Endobronchial Treatment of Lung Abscess and 
Suppurative Bronchiectasis (Combined Trypsin and Anti- 
biotic Therapy). (La terapia endobronchiale dell’ascesso 
polmonare e delle bronchiectasie ascessuate (Il’associa- 
zione tripsina-antibiotici 

A. G. Nasta. Rassegna italiana di chirurgia e medicina 
[Rass. ital. Chir. Med.| 5, 835-849, Dec., 1956 [received 
June, 1957]. 4 figs., 24 refs. 


In this report from the Surgical Clinic of the University 
of Genoa the author describes 43 patients, aged from 
35 to 50, suffering from lung abscess, suppurative bron- 
chitis, or bronchiectasis who were treated by endo- 
bronchial lavage under local analgesia with a mixture 
of antibiotics, usually penicillin and streptomycin, given 
through a Metras catheter. In 12 cases the proteolytic 
enzyme trypsin was given in addition, either as an 
aerosol composed of trypsin, 250 units, penicillin, 200,000 
units, and 0-25 g. of dihydrostreptomycin sulphate, or 
by the direct instillation of an isotonic solution of pure 
trypsin, 1,000 units, and crystalline benzylpenicillin, 
100,000 units. 


The commonest site of infection was the right lower 


lobe, the lesion being located by bronchography. Lavage | 


was performed 2 or 3 times a week for an average of 
one month. Healing in most cases occurred in 55 to 
60 days. The addition of trypsin appeared to facilitate 
bronchial drainage and healing, but in some cases in- 
tolerance-was encountered, causing persistent coughing, 
raised temperature, and mental confusion, but reduction 
of the dosage usually controlled these manifestations. 
It is stressed that healing must be confirmed both 
clinically and radiologically before a favourable prog- 
nosis is possible. C. A. Jackson 


1228. Pulmonary Emphysema Simulating Brain Tumor 
H. O. Conn, J. P. DUNN, H. A. Newman, and G. A. 
BELKIN. American Journal of Medicine [Amer. J. Med.} 
22, 524-533, April, 1957. Bibliography. 


A clinical description is given of 2 patients admitted 
to the Grace-New Haven Community Hospital, New 
Haven, Connecticut, with emphysema and carbon dioxide 
retention in whom a diagnosis of brain tumour was 
mistakenly made because of their headaches, confusion 
progressing to coma, .and papilloedema. The authors 
suggest that the probable cause of the raised intracranial 
pressure in such cases is cerebral vasodilatation from the 
hypercapnia. They stress the need in treatment to 
eliminate carbon dioxide by increasing the ventilation 
of such patients, if necessary by the use of mechanical 
artificial ventilation with suppression of the patient’s own 
ventilation by drugs in order to achieve full benefit from 
the mechanical respirator. P. Hugh-Jones 


1229. Some Physiologic Changes Associated with Sur- 
gical Excision of Emphysematous Bullae 
M. J. FirzPatrick, C. F. Kittie, T. K. Lin, and 
J. C. DowELL. American Journal of Medicine [Amer. J. 
Med.] 22, 534-548, April, 1957. 14 figs., 39 refs. 


Studies of cardio-pulmonary function were made at the 
University of Kansas School of Medicine, Kansas City, 
on 10 patients (selected from a large group of patients 
with chronic pulmonary disease) in whom radiography 
revealed large unilateral or bilateral pulmonary air 
cysts. Only one of the patients was a female. Pulmonary 
function tests were carried out both before and after 
surgical excision of the cysts, and included measurements 
of vital capacity and timed vital capacity, maximum 
breathing capacity (measured directly with a Douglas 
bag and low-resistance valve system), and the ventilation 
required for a standard walking test; arterial blood gas 
analysis; and spirographic recordings for evidence of 
expiratory air-flow obstruction. The blood volume 
(dye-dilution technique) and arm-to-lung circulation 
time were studied in some cases. Cardiac catheteriza- 
tion was performed before operation on 5 patients and 
after operation on 9. Patients were divided into three 
groups. Group 1: 3 patients (the youngest in the series) 
with ‘“‘ complaints referable to a lowered pulmonary 
reserve” [in only one of them substantiated by pre- 
operative tests of ventilatofy capacity] but no resting 
hypoxia, pulmonary hypertension, or cardiac decom- 
pensation. Group 2: 3 patients with lowered ventilatory 
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reserve, hypoxia, and pulmonary hypertension, but with- 
out cardiac decompensation. Group 3: 4 patients with 
pulmonary insufficiency, hypoxia, and cardiac failure. 

The surgical excision of bullae in the first group led 
to no objective benefit; one of the patients in the second 
group had marked improvement in his dyspnoea and 
maximum breathing capacity, but there was less striking 
improvement in the other 2; and 2 of the patients in the 
last group, in spite of being poor surgical risks, were 
able to return to work after operation. Altogether 4 
hypoxic patients showed lessening of the pulmonary and 
arterial pressure after operation, although ventilatory 
function was not improved. 

[This paper adds to an increasing weight of evidence 
that surgical excision of non-communijcating bullae in 
young patients is contraindicated, especially if results of 
functional tests are normal. There may be a definite 
place for surgery when there are bullae and disturbed 
ventilation—perfusion relationships in the lungs, as this 
paper suggests, and more objective appraisals of it are 
badly needed.] P. Hugh-Jones 


1230. Carbon Dioxide Intoxication: the Clinical Syn- 
drome, Its Etiology and Management with Particular 
Reference to the Use of Mechanical Respirators 

H. O. Srexer and J..B. Hickam. Medicine [Medicine 
(Baltimore)| 35, 389-423, Dec., 1956 [received April, 
1957]. 2 figs., bibliography. 


Between 1950 and 1955 the authors, working at Duke 
University School of Medicine and the Veterans Ad- 
ministration Hospital, Durham, North Carolina, have 
encountered 25 cases of carbon dioxide narcosis, which 
occurred in 16 patients suffering from chronic bronchitis 
and emphysema (of whom 10 also had asthma), 2 who 
had undergone thoracoplasty for tuberculosis, 2 who had 
undergone pneumonectomy (in one case for carcinoma 
of the lung and in the other for tuberculosis), one with 
severe kyphoscoliosis and pulmonary fibrosis, one with 
chronic asthma, and finally 3 patients in whom there 
was no evidence of chronic pulmonary disease (one with 
hypertensive heart failure and obesity, one with a pontine 
haemorrhage, and one with staphylococcal pneumonia 
and pyopneumothorax). 

Carbon dioxide narcosis is due to alveolar hypo- 
ventilation and occurs when pulmonary ventilation; 
maintained by an anoxic stimulus from the carotid body 
chemoreceptors, falls following the administration of 
oxygen in high concentration. Precipitating factors in 
the cases described included acute respiratory infection, 
status asthmaticus, recent thoracic surgery, congestive 
heart failure, and depression of the respiratory centre by 
drugs. The symptoms of carbon dioxide narcosis are 
headache, drowsiness, mental confusion, weakness, lassi- 
tude, and irritability. More severe degrees of intoxica- 
tion cause varying states of unconsciousness, depressed 
respiration, hyporeflexia, flaccid paralysis, muscular 
tremors, and occasionally convulsions. No change in 
the patient’s mental state was found if the arterial pCO2 
was less than 90 mm. Hg or pH higher than 7-25, but 
semi-coma Or coma was present in every case in which 
the pCO2 was higher than 130 mm. Hg or pH less than 


7:14. In3 cases the carbon dioxide narcosis was severe 
enough to cause intractable hypotension and large 
amounts of noradrenaline were required to maintain the 
blood pressure. Sodium lactate was administered in one 
case to relieve the acidaemia, but without benefit. The 
mortality from carbon dioxide narcosis is high—in this 
series 12 out of the 25 patients died. 

In 12 of the cases the opportunity was taken to test 
the value of intensive treatment in a mechanical respira- 
tor, of which three types were used: (1) an intermittent 
positive-pressure breathing valve (Bennett), (2) a Drinker 
tank respirator, and (3) a positive—negative automatic 
resuscitator (Seeler). Rapid restoration of the arterial 
pCO, toward normal levels was obtained in some cases, 
especially in those treated with the Seeler automatic 
resuscitator. E. Keith Westlake 


MEDIASTINUM 


1231. Spontaneously Regressive Mediastinal Lymph- 
adenopathy in the Adult. (Adénopathies médiastinales 
spontanément régressives de l’adulte) 

J. LEMENAGER, J. PorIN, and J. RousseLor. Semaine 
des hépitaux de Paris [Sem. Hép. Paris] 33, 1526-1535, . 
April 20, 1957. 14 figs., 27 refs. 


’ This paper reviews the fairly extensive recent French 
literature on benign mediastinal lymphadenopathy, 
which is being described with increasing frequency 
because of the increasing frequency of radiological 
examinations. The authors report 12 cases of their own, 
in 2 of which there was evidence suggesting a viral 
infection and in one there was evidence of tuberculosis. 
In the remainder the aetiology remained obscure, with 
a strong suspicion that they were cases of sarcoidosis. 
The importance of recognizing the benign nature of this 
syndrome is stressed, and it is recommended that radio- 
therapy should not be applied in cases of mediastinal 
tumour without serial observation or positive biopsy 
evidence of neoplasm. C. M. Fletcher 


1232. The Concept of Mediastinal Pain 

J. ANDERSON and C. R. BouGHTon. British Medical 
Journal [Brit. med. J.) 1, 1490-1494, June 29, 1957. 
5 figs., 6 refs. 


In this paper from St. Thomas’s Hospital, London, 
the authors discuss the pain distribution in 14 cases of 
differing pathological lesions involving the mediastinal 
structures. The disease conditions included bronchial 
neoplasm, coronary thrombosis, pericarditis, aneurysm, 
dissecting aneurysm, oesophageal disease, and media- 
stinal pleurisy and emphysema. It is pointed out that 
all these conditions may produce chest pain, which may 
or may not be related to respiration and commonly 
radiates to the head and neck, such radiation being 
particularly characteristic of bronchial neoplasm. The 
diagnosis is based on the radiological appearances and 
on the electrocardiographic evidence, but the charac- 
teristic radiation to the head and face may suggest the 
presence of a mediastinal neoplasm before this is radio- 
logically or clinically obvious. C. M. Fletcher 
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Otorhinolaryngology 


1233. The Uses and Abuses of the Adrenocortical 
Steroids in Otolaryngology 

T. F. Frynn. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 65, 203-213, March, 1957. 
4 figs., 13 refs. 


According to the hypothesis of Selye, the body reacts 
to any form of “‘ stress” with a general adaptation syn- 
drome, in the first stage of which, the ‘‘ alarm reaction ”’, 
secretion by the anterior lobe of the pituitary gland of 
ACTH (corticotrophin) causes an increased output by 
the adrenal cortex of glucocorticoids (such as cortisone 
and hydrocortisone) and mineralocorticoids (such as 
deoxycorticosterone) These corticosteroids are mutu- 
ally antagonistic. The glucocorticoids are antiphlogistic 
and inhibit the development of granulation tissue, tending 
to cause involution of connective tissue, and thus depress 
the “‘ inflammatory potential” and open the way to a 
spreading infection. The mineralocorticoids encourage 
granulation and so increase resistance, but they are 
produced in much smaller quantities than the antagonist 
glucocorticoids. 

It follows that if cortisone is used in the treatment of 
an infection it must be well “ covered” by antibiotics, 
while “‘the administration of corticosteroids in the 
presence of a coexisting contraindication is an outright 
abuse”’. And the contraindications are many. Peptic 
ulcer is perhaps the most formidable, because the involu- 
tion of connective tissue may cause perforation. A 
recent addition to the list is varicella, 3 deaths having 
occurred in children who developed varicella when under 
cortisone therapy, and varicella lesions being found at 
necropsy in every organ of the body. The other contra- 
indications—heart failure, hypotension, renal insuffi- 
ciency, diabetes, and psychoses—are well known. The 
author opposes the use of steroids in the treatment of 
mild infections and urges that if it is advisable in serious 
cases such therapy should be combined with the speci- 
fically appropriate antibiotic. In otolaryngology the best 
results have been obtained by local application as an 
adjuvant to the more usual treatment. It must be 
remembered that the steroids may so diminish local 
symptoms as to mask a dangerous advance of an infective 
process. [A closely reasoned and complete summary of 
the present state of knowledge in this field.] 

F. W. Watkyn-Thomas 


1234. Congenital Atresia of the Middle and External Ear 
A. B. Gurria and L. Deutscu. A.M.A. Archives of 


Otolaryngology [A.M.A. Arch. Otolaryng.] 65, 349-355, 


April, 1957. 10 figs., 5 refs. 


The authors classify congenital atresia of the middle 
and external ear as follows. (A) Due to hypoplasia of 
the tympanic bone. (1) With substitution of the defect 
by: (i) hyperplastic styloid process; (ii) excessively 
developed mastoid; (iii) outgrowths formed from 


squama. (2) Without substitution of the defect. (B) 
Due to hyperplasia of the tympanic bone. They state 
that “‘ pure forms” are rare. In 6 of their cases there 
was extensive pneumatization, which suggests a localized 
factor acting only on a small area. They advise three 
radiographic studies—Schiiller’s lateral, Mayer’s axial, 
and the usual Stenver’s view. 

The surgical approach depends on the degree of 
pneumatization. (1) In pneumatized bone an extensive 
mastoidectomy is performed, the external wall and the. 
membrane which often represents the tympanum being’ 
removed, together with the incus and a portion of 
malleus, which are usually fused together. Whether the. 
stapes is mobile or not, a free graft is applied to form a. 
new tympanic cavity, and the entire cavity lined with 
skin grafts. It is particularly important to cover the 
horizontal canal when the stapes is fixed, so that fenestra- 
tion may be carried out later. The more extensive the 
pneumatization, the easier is the operation and the 
greater the chance of success. If there is already a 
meatus, the Lempert endaural approach is suitable and, 
if the stapes is fixed, fenestration is done. If there is no 
pneumatization the operation is much more difficult, 
the danger to the facial nerve is greater, and the possi- 


bility of postoperative closure is increased. In such cases * 


the tympanic cavity is small. In one of the authors’ 
cases it was not possible to identify either the stapes or. 
the round window, although the tympanic end of the 
Eustachian canal appeared to be normal. In 2 cases, 
both in adults, in which fenestration was needed, it was 
not possible to discover the cause of the stapedial 
fixation. F. W. Watkyn-Thomas 


1235. Dorsal Sympathectomy in Labyrinthine Disease. 
A Review 

M. S. Stronc. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.] 65, 340-348, April, 1957. 
1 fig., 8 refs. 


The author holds that all patients with Méniére’s disease 
have some emotional instability, though this may not be 
more than a “ mild anxiety state”’. Further, that psychic 
stimuli reach the hypothalamus, from which there is a 
possible pathway to the vessels of the inner ear. Beyond 
this, the evidence is indefinite as to whether or not 
disease of the inner ear can be affected by intervention 
in the sympathetic nervous system. Dealing first with 
the experimental difficulties, and eliminating sources of 
experimental error as far as possible, he could not 
produce any visible effect on the vessels of the mem- 
branous labyrinth by stellate block, stimulation of the 
ganglion or trunk, or intravenous administration of vaso- 
constrictor or vasodilator drugs. In most cases vd 
Méniére’s disease he believes that it is not possible 
get a reliable history from the patient and there is the 
further factor of spontaneous remission of attacks. 
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Nine cases of Méniére and 4 of tinnitus were treated 
by dorsal sympathectomy. ‘“* The study, however, has 
been as fascinating as it has been disappointing.” He 
can claim only 3 real cures, as against 5 out of 17 reported 
by Lewis, and success in 60% of cases reported by Passe. 
Nevertheless the method has some uses, but only in 
ceses showing recruitment, and should be reserved for 
cases of tinnitus which can be relieved by a stellate block 
and for intractable cases of Méniére’s disease in which 
labyrinthectomy is contraindicated by the state of the 
other ear. 

{A most careful study, which should be read in full by 
a!| interested in the treatment of Méniére’s disease.] 

F. W. Watkyn-Thomas 


1236. Surgery of the Windows of the Labyrinth in Oto- 


sclerosis 

M. PoRTMANN and G. CLAveriE. Annals of Otology, 
Riinology and Laryngology [Ann. Otol. (St Louis)] 66, 
49-66, March, 1957. 5 figs., 33 refs. 


Certain comments are made on the anatomy of the 
o\al and round windows in the middle ear in otosclerosis 
on the basis of observations made during operation in 
80 cases. The stapes was found to be abnormal in 90% 
of these. The crura might be unequal in thickness or 
they might be fixed. In one case they were replaced by 
a solid block of bone. The oval window might show 
bony ankylosis with the footplate of the stapes at one 
point, and at another point the bone surrounding the 
footplate might be absent. The round window was 
found to be completely closed by bone in 2 cases. 

Exploration of the middle ear under magnification 
was undertaken by Rosen’s method and also by retro- 
and supra-auricular routes. This last requires removal 
of some bone in the attic, but it gives a better view of 
the round and oval windows. If simple mobilization of 
the stapes could not be obtained by pressure on its neck 
the footplate was explored. If pressure on the footplate 
with a fine point was unsuccessful a fine drill was used 
to destroy the bony growth at the front end of the oval 
window. In some cases an attempt was made to create 
a new fenestra by removal of the footplate of the stapes. 
Of the 80 patients who underwent this operation, 60°% 
gained an improvement in hearing ranging from 10 to 
55 decibels. William McKenzie 


1237. Development of the Inner Ear after Maternal 
Hypoxia 

T. H. INGALLS, G. KELEMEN, and F. J. Curtey. A.M.A. 
Archives of Otolaryngology [A.M.A. Arch. Otolaryng.] 
65, 558-566, June, 1957. 10 figs., 21 refs. 


This report is one of a series of studies from Harvard 
University School of Public Health and Harvard Medical 
School on the effect of maternal stress on the foetus. 
In earlier work it was shown that maternal hypoxia 
causes various deformities in the foetus, and in the 
experiments here described the effect on the inner ear 
was examined. Healthy female white mice in which 
inbreeding had been avoided were subjected to hypoxia 
in a vacuum jar with controlled inflow of air at different 
periods of pregnancy, and the foetus was removed sur- 

2B 


gically on the 19th day, the normal period of gestation 
being 20 days. 

The findings were essentially negative. In some cases 
there seemed to be some degree of perilymphatic oedema, 
but it was difficult to be certain that the appearances 
were not artefacts. While it is recognized that com- 
parison with the effects of hypoxia on the adult hearing 
organ is of doubtful validity, the authors point out that 
in experiments on cats Wever et al. (Amer. J. Physiol., 
1949, 159, 199) found that a reduction of the atmospheric 
oxygen content below 4°% was necessary to damage the 
ear, and that this suggests that the resistance of the organ 
of Corti to hypoxia is much higher than that of the soft 
tissue of the brain, although it is possible that the hair 
cells, which develop at the end of gestation in the mouse, 
might undergo selective injury in prenatal life which 
would be shown in a surviving animal by a change in 
the cochlear potentials. They suggest that the apparent 
immunity of the foetal inner ear to hypoxic injury in 
these experiments may be due to the independent develop- 
ment of the end-organ from the nervous system and the 
primitive state of vascularization at the period selected 
for subjection to hypoxia. The teratological effects of 
anoxia appear to occur mainly at sites of spurts of 
capillary growth, whereas the foetal inner ear is com- 
paratively avascular. ‘* Resting” structures, like the 
ossicular chain, and fully differentiated organs seem 
much more resistant than those, such as the fundus of 
the eye, which undergo vascular expansion and dif- 
ferentiation at the same time. 


F. W. Watkyn-Thomas 


1238. Acetazolamide in Méniére’s Disease 

M. K. Murtie. A.M.A. Archives of Otolaryngology 
[A.M.A. Arch. Otolaryng.| 65, 575-579, June, 1957. 
19 refs. 


Acetazolamide (‘‘ diamox”’) is used in glaucoma to 
inhibit the carbonic anhydrase which causes retention 
of sodium in the aqueous humor and thus increases the 
intra-ocular pressure. On the hypothesis that sodium 
retention of similar origin initiates the process of endo- 
lymphatic hydrops the author has used acetazolamide 
in the treatment of 27 cases of established Méniére’s 
disease. He reports improvement in respect of vertigo 
and tinnitus, but no reduction in the deafness. 

[This line of treatment seems worthy of further 
investigation. ] F. W. Watkyn-Thomas 


‘1239. Bilateral Congenital Choanal Atresia: a Report 


of Three Cases Corrected Surgically in the Newborn 

R. C. Morrow. Annals of Otology, Rhinology and 
Laryngology [Ann. Otol. (St Louis)| 66, 135-138, March, 
1957. 7 refs. 


Three cases of bilateral choanal atresia in infancy are 
described in which the atresia was broken by passage of 
instruments through the nostrils and the openings were 
maintained with polythene tubes. Periodic dilatation 
was undertaken with bougies, and in all cases the treat- 
ment was successful and the infants thrived. It remains 
to be seen whether more detailed plastic operations will 
be necessary at a later date. William McKenzie 


B) 

te 

re 

+ 

ee 

al, 

of 

ve 

ng” 

of 

he. 

ith 

he 

he 

he 

a 

id, 

no 

lt, 

si- 

rs’ 

or. 

the 

es, 

vas 

jial 

se. 

IBY 

57. 

ase 

be 

chic 

Sa 

ond 

not 

ion 

vith 

; of 

not 

em- 

the 

1SO- 

the 

cks. 


Urogenital System 


1240. Acute Renal Failure. Experiences with Con- 
servative and Hemodialytic Treatment of 32 Consecutive 
Cases 

J. H. THAysen, S. Gsorup, and S. KILLMANN. Danish 
Medical Bulletin [Dan. med. Bull.] 4, 73-92, May, 1957. 
8 figs., 8 refs. 


During a recent period of 18 months 32 patients were 
admitted to the Rigshospital, Copenhagen, with the 
diagnosis of acute uraemia. Of these, 3 patients died 
within 24 hours of admission and 3 suffered from total 
anuria due to bilateral ureteric obstruction resulting from 
concrements (one case) or carcinoma of the uterus 
(2 cases). The remaining patients consisted of (1) 19 
suffering from acute ischaemic renal failure (“‘ tubulo- 
interstitial nephritis lower nephron nephrosis and 
(2) 7 suffering from other renal diseases. Of the patients 
in Group 1, 14 received conservative treatment only, 
with 5 deaths, and 5 received supplementary haemo- 
dialysis, with one death. For the patients in Group 2 
the corresponding figures were 4, with 3 deaths, and 3, 
with 2 deaths. 

Measures designed to retard the accumulation of 
potassium included, in some cases, the intravenous 
infusion of about 500 ml. of 50°%% glucose solution with 
40 to 60 units of insulin and 5,000 units of heparin every 
24 hours, but the use of ion-exchange resins for this 
purpose was frequently found to be ineffective in the 
presence of oliguria and is not advocated. It was not 
found feasible to use Borst’s and Bull’s high-calorie 
low-protein diets in the early stages, but as soon as the 
creatinine clearance exceeded 5 ml. per minute a high- 
calorie diet rich in protein was offered. Electrolytes 
lost through vomiting or diarrhoea, with the exception 
of potassium, were replaced in exact amounts. In 
addition to accurate measurement of fluid losses, daily 
weighing was carried out whenever possible to enable 
an accurate estimate of insensible water loss to be made. 
Daily replacement of water by both oral and parenteral 
routes was limited to 300 to 700 ml. Severe infections, 
but not symptomless bacilluria, were treated with 
bactericidal rather than bacteriostatic drugs. 

_ In severe and protracted cases haemodialysis by 


Alwall’s method was used to restore normal electrolyte: 


balance and remove nitrogenous waste products, the 
indications being a serum urea concentration over 
400 mg. per 100 ml., severe overhydration of the patient, 
and a serum potassium concentration over 7 mEq. per 
100 ml. which could not be corrected with glucose and 
insulin. Its employment was limited to those cases in 
which the renal failure was potentially reversible; correct 
diagnosis, if necessary supported by renal biopsy, 
became therefore all-important. 

[Case histories of all 32 patients are appended and are 
of particular value, but these must be consulted in the 
original.] 

L. H. Worth 


1241. Systemic Manifestations of Hypernephroma. -A 
Review of 273 Cases 

L. BerGer and M. W. Sinxorr. American Journal of 
Medicine [Amer. J. Med.] 22, 791-796, May, 1957. 
30 refs. 


In reviewing the case histories of 273 patients with a 
diagnosis of hypernephroma seen at the Mount Sinai 
Hospital, New York, during the period 1933-55, the 
authors attempt to assess the diagnostic importance of 
various systemic manifestations of the disease. Of these 
patients 65% were males, 1-5°% were under 29 years of 
age, 4-5°%% under 39, 13°% under 49, and the remaining 
81% were over 50 years old. As to signs and symptoms, 
40°%% complained of pain, 18°% had gross haematuria, 
31% had lost weight, 16°% had a pyrexia of some dura- 
tion, and in 63% a mass was palpable in the abdomen. 
In all the 252 patients whose records included the results 
of pyelography the findings were conclusive. On the 
other hand 38% had only slight haematuria and 44% 
not even microscopic haematuria when first admitted to 
hospital, the presenting symptoms being only referable 
to nondescript neurological, osseous, or pulmonary dis- 
orders, besides such signs as amyloidosis or poly- 
cythaemia. L. H. Worth 


1242. Studies on Familial Nephrosis. 1. Clinical and 
Pathologic Study of Four Cases in a Single Family 

R. L. VERNIER, J. BRUNSON, and R. A. Goop. A.M.A. 
Journal of Diseases of Children [A.M.A. J. Dis. Child. 
93, 469-485, May, 1957. 7 figs., 37 refs. 


Although the nephrotic syndrome is not generally 
considered to be a familial disease, the literature contains 
several reports of the familial incidence of this syndrome. 
The present authors describe a family of 4 siblings, of 
whom 3 had frank nephrotic syndrome dating from birth 
or early infancy and one had a transient episode of 
proteinuria and increased erythrocyte sedimentation 
rate at the age of 5, all the patients being seen at the 
University of Minnesota Hospitals, Minneapolis. A 
half-brother (by a different mother) was normal. The 
mother of the affected children had a family history of 
allergy and a history of ‘* kidney disease ’’ in childhood 
and of toxaemia in all 4 pregnancies. In 2 of the children 
the clinical features of chronic glomerular nephritis 
developed and one of these, the elder, died from hyper- 
tension and uraemia. Renal biopsy in both and necropsy 
in the fatal case revealed chronic glomerular nephritis. 
One child remains frankly nephrotic, but the child with 
transient proteinuria is now normal; histological 
examination of kidney tissue in these 2 cases revealed 
nothing abnormal. Investigation of renal clearance, 
adrenal function, and blood chemistry in all 4 cases 
failed to show any features differing from those of 
sporadic nephrotic syndrome of infancy or childhood. 

K. G. Lowe © 
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1243. Nephrotic Proteinuria: a Tubular Lesion? [In 
English] 

T. FREEMAN and A. M. JoeKes. Acta medica Scandi- 
navica [Acta med. scand.] 157, 43-50, 1957. 1 fig. 


The authors postulate that the proteinuria which 
occurs in the nephrotic syndrome is due to diminished 
reabsorption of protein by the renal tubules. In studies 
carried out at St. Mary’s Hospital, London, employing 
paper electrophoresis they demonstrated that the pattern 
of the urinary protein is similar to that of the protein 
in the oedema fluid and differs from the serum protein 
pattern in having a greatly increased albumin fraction. 
From this they argue that the behaviour of the glomerular 
capillaries with respect to the passage of serum proteins 
is Similar to that of the systemic capillaries in this con- 


‘dition. Further, because the protein gradient between 


the serum and oedema fluid in the nephrotic syndrome is 
certainly no less than in other types of oedema they 
conclude that no excessive passage of protein takes place 
across the systemic capillaries—and thus by implication, 
that the filtration of protein at the glomerular capillaries 
is also not excessive. Hence, they conclude, the protein- 
uria of the nephrotic syndrome must be due to diminished 
reabsorption of protein by the renal tubules. Since 
there is no abnormality of the albumin molecule either 
in regard to its electrophoretic behaviour or its molecular 
weight, the authors suggest that the preferential escape 
of albumin is related to a relatively diminished filtration 
of globulins, conditioned possibly by the presence of 
abnormal quantities of lipoprotein. Robert Mahler 


1244. The Treatment of the Nephrotic Syndrome with 
Steroids in Children and Adults 

K. Lance, R. STRANG, L. B. SLopopy, and E. J. WENK. 
A.M.A. Archives of Internal Medicine [A.M.A. Arch. 
intern. Med.} 99, 760-770, May, 1957. 7 figs., 27 refs. 


The authors state their belief that “‘ nephrosis is a 
distinct disease with an immunologic basis and is charac- 
terized by a complement-binding antigen-antibody re- 
action’. The pathogenetic mechanism leads to an 
increased capillary permeability in the glomeruli and 
possibly throughout the body. In 87% of 61 patients 
with either lipoid nephrosis or the nephrotic stage of 
glomerulonephritis examined at the New York Medical 
College—Metropolitan Medical Center the serum com- 
plement titre was found to be reduced, though the serum 
complement level may be normal in mild cases. Corti- 
cotrophin (ACTH) and cortisone were shown to depress 
the formation of specific antibodies in rabbits which 
were treated with nephrotoxic duck serum, preventing 
or markedly improving the experimental disease, but 
only if given in large doses (20 mg. per kg. daily). 

In the series mentioned above complete diuresis was 
induced in 82°% of 42 children and 68°%% of 19 adults 
by the administration of 100 to 200 units of aqueous 
corticotrophin daily. Diuresis was always preceded by 
a rise in the serum complement titre. When no further 
treatment was given the disease recurred in of the 
cases within 6 months, while patients who were given 
steroids only when oedematous did worse than untreated 
controls [but this result may have been due to bias in 


selection]. When large doses of cortisone were given 
on 3 successive days in each week for one year the 
mortality among 24 patients observed for an average of 
41-5 months was reduced from the expected 5-6 deaths 
to one. Blood chemistry values returned to normal, 
and growth was not interfered with by this prolonged 
intermittent steroid therapy. Age had no influence on 
the success of the treatment. G. W. Csonka 


1245. The Acute Effect of Hydrocortisone Sodium Suc- 
cinate on the Proteinuria of the Nephrotic Syndrome 

E. Down e and S. J. SAUNDERS. South African Journal 
of Laboratory and Clinical Medicine [S. Afr. J. Lab. clin. 
Med.) 3, 39-47, March, 1957. 1 fig., 5 refs. 


A single acute experiment designed to determine the 
mechanism of action of adrenal steroids on the protein- 
uria of the nephrotic syndrome is described, The patient, 
a 10-year-old boy, had had oedema for 3 months before 
admission to the New Somerset Hospital, Cape Town, 
but there was no increase in blood pressure or in the 
blood urea concentration; he was receiving a diet which 
was rich in protein and poor in salt. A priming dose of 
inulin was given intravenously, followed by an intra- 
venous infusion of inulin at a constant speed. After a 
period of 35 minutes for equilibration the test was begun, 
and urine was collected every 20 minutes for 3 hours. 
Blood was withdrawn 24 minutes before the middle of 
each 20-minute period, and 100 mg. of hydrocortisone 
sodium succinate was injected intravenously at the end 
of the third period. On each specimen of serum and 


urine the inulin levels and the values for total protein 


and protein fractions were estimated. 

Hydrocortisone sodium succinate did not alter the 
glomerular filtration rate, but it increased the urinary 
output of protein from 1-4 to 2-2 mg. per minute, which 
is highly significant. The ratio of clearance of globulin 
to clearance of albumin was not affected. The authors 
discuss the mechanism of this increased proteinuria, and 
suggest that a decrease in the tubular reabsorption of 
filtered protein is the only obvious mechanism which 
fits the facts. It is of interest that oral prednisone 
therapy, begun 10 days later, resulted in a brisk diuresis 
with subsidence of the proteinuria. T. B. Begg 


-1246. ‘*Inamycin ” [Novobiocin], an Antibiotic Effec- 


tive against Proteus, in the Treatment of Urological Infec- 
tions. (Inamycin, ein Proteus-wirksames Antibiotikum, 
in der Behandlung urologischer Infektionen) 

A. Baur. Deutsche medizinische Wochenschrift [Dtsch. 
med. Wschr.} 82, 957-958, June 14, 1957. 24 refs. 


Novobiocin (‘‘ inamycin’’) was used in the treatment 
of urinary tract infections caused by Proteus vulgaris or 
enterococci. In 35 cases infected with either micro- 
organism a sterile urine was obtained within 5 days on 
4 doses of 250 mg. daily. In 8 further patients a second 
course of treatment (2 g. daily for 5 days) was necessary 
to eliminate the organisms from the urine. This anti- 
biotic appears to be superior to previously available 
antibiotics and sulphonamides in the treatment of these 
types of infection. No side-effects were noted.— 
[Editorial summary.] 
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PITUITARY GLAND 


1247. The Mechanism of Mobilisation of the Pituitary 
Antidiuretic Hormone. (Coo6ujeHwe mo sBompocy o 
ropMoHa) 

J. Kuarvat and V. GovecHekK. 
xpuxonoeuu u [Probl. Endokr. Gormo- 
noter.| 3, 17-25, No. 2, March-April, 1957. 9 refs. 


Schiebler has shown that the antidiuretic hormone 
(A.D.H.) is produced in the ganglionic cells of the supra- 
optic nucleus and thence passes along the fibres of the 
supraoptico-hypophysial tract to the posterior lobe of 
the pituitary gland, where it is stored. The functions 
of the neurohypophysis combine humoral and neural 
activities and it responds to afferent stimuli from the 
osmoreceptors in the walls of the internal carotid artery, 
as shown by Verney (Lancet, 1946, 2, 739 and 781) by 
liberating A.D.H. into the blood stream. The stimulus 
is a rise in the osmotic pressure of the blood, and the 
effect of A.D.H. is to lower this pressure by restraining 
diuresis, which it does through facilitation of the re- 
absorption of water by the distal tubules of the kidneys. 
A rise in the blood osmotic pressure from the normal 
(290 mOsm.) to 296 mOsm. is sufficient to activate the 
reflex. On the other hand, a fall of the same degree is 
sufficient to suppress the normal output of A.D.H. and 
cause a diuresis. In the present studies on human 
subjects the blood level of A.D.H. was determined by 
employing a modification of Jeffer’s method, using rats. 

The subjects were kept under standard conditions of 
nutrition, and after fasting for 2 hours 5 ml. of blood 
was drawn from a vein. Immediately after this, 20 ml. 
of 15°%% sodium chloride solution was injected over a 
period of 2 minutes through the same needle, and 20 
minutes later a further 5 ml. of blood was withdrawn. 
The two blood specimens were then centrifuged and the 
serum content of A.D.H. estimated by injection into 
previously prepared rats. In normal persons or in those 
not suffering from oedema, ascites, myxoedema, Addi- 


son’s disease, or other conditions in which there is dis-. 


turbance of the body fluids, there was no active A.D.H. 
in the first specimens of blood, but in the second specimens 
(that is, after the injection of hypertonic saline) it was 
always present in quantities up to 30 micro-units per ml. 
It is thus the osmotic pressure and not the blood volume 
to which the neurohypophysis responds, since the change 
in blood volume was negligible during the experiment. 
When the same procedure was repeated, but injecting 
normal saline solution, no change in the A.D.H. level 
resulted. The same negative result was obtained when 
the injection of hypertonic saline was preceded by a 
subcutaneous injection of 0-5 mg. of atropine (to inhibit 
parasympathetic activity) or 0-01 g. of amphetamine 
(to stimulate the sympathetic nervous system). Thus the 
reflex is subject to the influence of the autonomic 
nervous centres. 


A further series of experiments consisted in repeating 
the injections of 15° saline in a group of human subjects 
every other day for 4 weeks; following this, an injection 
of normal saline solution produced a rise in the A.D.H. 
level. (The subjects were of course unaware of the 
change.) It was thus shown to be possible to induce a 
conditioned reflex, suggesting that the cerebral cortex 
must have some influence upon the nervous response of 
the hypophysis even in the absence of a change in the 
blood osmotic pressure. The authors point out that 
this dependence of the secretion of A.D.H. upon nervous 
control is not only important from the theoretical point 
of view, but is of practical value, as hypersecretion of 
A.D.H. may be a cause of intermittent water retention 
in some cases of migraine and of premenstrual tension. 
It was found in some such cases that a small dose of 
amphetamine was effective in inducing diuresis and in 
removing the subjective complaints. 

L. Firman-Edwards 


THYROID GLAND 
1248. Sporadic Familial Goitrous Hypothyroidism 


D. E. PickerInc, G. E. SHELINE, and J. T. CRANE. 
A.M.A. Journal of Diseases of Children [A.M.A. J. Dis. 
Child.) 93, 510-518, May, 1957. 2 figs., 42 refs. 


Sporadic goitrous hypothyroidism was observed in 
7 children at the University of California Hospital, San 
Francisco, and in one at the University of Oregon 
Hospital, Portland, and in this paper the authors describe 
these cases in detail and discuss the effects of treatment 
and the metabolism of radioactive iodine (1311). In 3 of 
the 8 cases siblings were affected and the authors conclude 
that this is in keeping with the suggestion that the disease 
is due to an inborn error of metabolism transmitted by 
a recessive autosomal gene. 

In the discussion it is noted that although these 
children are unable to synthesize thyroxine adequately, 
the uptake of 131] by the thyroid gland is normal or 
excessive, and that this uptake is reduced by adequate 
treatment with L-thyroxine and increased again by simul- 
taneous administration of thyroid-stimulating hormone. 
There is pathological metabolism of mono- and di-iodo- 
tyrosine, the dehalogenation of which is ineffective, so 
that increased amounts of these substances are present 
in plasma and urine and the recirculation of iodide in 
the body is prevented. 

Clinically, goitre may develop before or after signs 
of hypothyroidism appear, the goitre diminishing with 
thyroxine therapy. Adequate doses of the latter should 
be administered from an early stage in childhood and 
continued indefinitely. In spite of this treatment, how- 
ever, fibrosed nodules may remain in the thyroid, and 
if treatment is not begun early enough mental deficiency 
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may persist. The authors emphasize the importance of 
searching for the presence of this disorder in the siblings 
of those affected. Charles Rolland 


1249. The Metabolism of Iodotyrosines. IV. Meta- 
bolism of L-Diiodotyrosine in Patients with Hypothyroidism 
J. B. Sranspury and J. Litvak. Journal of Clinical 
Endocrinology and Metabolism [J. clin. Endocr.] 17, 654— 
657, May, 1957. 5 refs. 


At Harvard Medical School the authors have studied 
the urinary excretion of 131]-labelled L- and DL-diiodo- 
tyrosine in 5 hypothyroid patients and 8 control subjects 
with “other conditions”. One of the hypothyroid 
patients was a goitrous cretin taking dried thyroid after 


_a thyroidectomy, one had undergone subtotal thyroidec- 


tomy, one had a toxic nodular goitre, and one probably 
had thyrotoxicosis. The diiodotyrosine was given intra- 
venously and urine samples were collected by catheter 
for 4 hours afterwards. It was found that the 5 hypo- 
thyroid patients excreted a larger fraction of the diiodo- 
tyrosine unchanged than did the control group, and that 
DL-diiodotyrosine appeared in the urine at a slightly 
higher rate than did L-diiodotyrosine. The authors con- 
clude that patients with hypothyroidism seem to be 
unable to de-iodinate L-diiodotyrosine as readily as do 
control subjects. Marcel Malden 


1250. Triiodothyronine: Treatment of Hypothyroidism 
and Effect on Renal Function 

L. C. Mitts, C. A. HANpDLey, and J. H. Moyer. 
American Journal of Medical Sciences [Amer. J. med. Sci.] 
233, 546-558, May, 1957. 4 figs., 30 refs. 


The authors of this paper from Baylor University 
College of Medicine and the Methodist Hospital, 
Houston, Texas, review the literature on L-triiodo- 
thyronine, and then report their experience with DL- 
triiodothyronine in 12 hypothyroid patients, in 10 of 
whom hypothyroidism followed thyroidectomy. The 
serum cholesterol level, the basal metabolic rate, and 
the uptake of radioactive iodine were determined by 
standard techniques, and in 2 patients renal function 
was studied before and during treatment with the 
hormone. The acute and chronic effects of the hormone 
on renal function in 10 normal dogs were also investi- 
gated. 

In all 12 hypothyroid patients treated a good response 
was obtained, although in 2 there was further subjective 
response and in one further objective response to desic- 
cated thyroid. It is of interest that in this last group 
of 3 patients the hypothyroidism was considered to be 
idiopathic, and all 3 had some degree of myxoedematous 
heart failure. The action of pL-triiodothyronine was 
significantly more rapid than that of desiccated thyroid, 
and withdrawal effects were equally rapid in onset. 
With administration of the hormone there was a sharp 
fall in the serum cholesterol level, and the electrocardio- 
gram returned to normal in 11 cases; in the remaining 
case there was evidence of intrinsic myocardial disease. 
Renal function improved within 12 to 48 hours and 
continued to do so for a week during administration 
of the drug, after which no further improvement was 


discernible. These changes were more rapid and of 
shorter duration than those observed in patients given 
thyroxine. Similar changes in renal function were noted 
in 10 healthy dogs given Dt-triiodothyronine, these 
changes, in the authors’ view, being largely due to an 
increase in renal plasma flow. The effective dose of the 
hormone varied more than that of desiccated thyroid 
and ranged from 100 yg. to 200 wg. The authors con- 
sider that the results are largely in agreement with those 
already reported in the literature. 

[The original text should be consulted for further 
details of the experimental procedure and of the results, 
which are amply tabulated.] J. N. Harris-Jones 


PARATHYROID GLAND 


1251. The Role of the Central Nervous System in 
Regulating the Secretory Function of the Parathyroid 
Glands. (O ponu weHTpanbHoH HepBHOH CHCTeMBI 
B peryNAUHH CEKPeTOPHOH OKOJIOWIHTO- 
BHUHbIX 

G. BENETATO, K. OprisHiu, T. TUDORASH, and V. Kon- 
DeREVENKO. /7podaemvt u Topmono- 
mepanuu [Probl. Endokr. Gormonoter.] 3, 26-32, No. 2, 
March-April, 1957. 5 figs., 13 refs. 


In the experiments here described, which were under- 
taken to ascertain the influence of the central nervous 
system on parathyroid secretion, 20 pairs of dogs were 
investigated by the technique of the “‘ isolated head ”’. 
In one dog of each pair all the structures of the neck 
were severed except the spinal cord and the vagal and 
sympathetic nerve chains, while in the other the thyroid 
and parathyroid glands were removed and the carotid 
and jugular circulation connected to the corresponding 
vessels of the first dog, so that the blood supply of the 
head and of the thyro-parathyroid apparatus of the latter 
came through the vessels of the thyroidectomized animal. 
The first dog of the pair is referred to below as the 
recipient, and the second as the donor. 

In the first study the donor dogs received an injection 
of 4% sodium oxalate (0-04 to 0-06 g. per kg. body 
weight) to induce a fall in the serum calcium level. This 
produced an increase in secretion of parathyroid hormone 
in the recipients; the blood calcium content of the donors 
rose slightly, while that of the recipients rose to well 
above normal and then fell to normal limits; simul- 
taneously the serum phosphorus level fell and afterwards 
slowly rose. The recipients’ parathyroid glands re- 
sponded to the hypocalcaemia in the perfused blood of 
the donor, but the trunk, isolated from the perfused 
head except by nervous connexions, showed increased 
sensitivity to galvanic stimuli applied to the external 
popliteal nerve, although the ‘blood calcium level was 
normal or above normal. 

In another series of experiments ligatures were placed 
on all the vessels of the recipients’ thyroid-parathyroid 
apparatus except the superior thyroid arteries and veins, 
which were included in the carotid—jugular circulation 
of the parathyroidectomized donor. The innervation 
of the thyroid glands was carefully preserved. On this 
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occasion it was the recipients which received injection 
of sodium oxalate, which resulted in a marked increase 
in the donors’ blood calcium level. From this it is 
argued that the stimulus must have reached the recipients’ 
parathyroid glands by the nerve route since the isolated 
head received none of its own blood, and could not 
therefore have been affected directly by the hypo- 
calcaemia. 

In a final series of experiments hypocalcaemia was 
induced by the same method in normal animals in con- 
junction with a signal (the ringing of a bell). After a 
month the animals responded to the sound of the bell 
alone by an increase in the blood calcium level—in short, 
it was possible to induce a conditioned reflex. This 
confirms the findings of Bikov in 1949, and also those of 
Lanz and Biedl (1894), and Paton (1915), who found that 
ablation of the cerebral cortex increased the symptoms 
of parathyroid tetany in animals deprived of their para- 
thyroid glands. The authors conclude that these experi- 
ments establish the influence of the central nervous 
system on the functional activity of the parathyroid 
glands. L. Firman-Edwards 


ADRENAL GLANDS 


1252. Effects of Aldosterone on Water, Electrolyte, and 
Nitrogen Metabolism in Addison’s Disease 

R. M. Sarassa, H. L. MAson, V. R. Mattox, A. L. 
Orvis, and M. H. Power. Proceedings of the Staff 
Meetings of the Mayo Clinic [Proc. Mayo Clin.] 32, 201- 
212, May 1, 1957. 3 figs., 43 refs. 


This paper from the Mayo Clinic reports observations 
on the administration of aldosterone in moderate and 
in relatively large doses to 3 patients with Addison’s 
disease, and in particular the effects on electrolyte and 
nitrogen balance, total body water, exchangeable sodium, 
and blood electrolyte levels, the results for which are 
shown in detailed charts. The experiments were begun 
when the Addisonian condition was well controlled by 
means of cortisone, observations being then made over 
several metabolic periods of about one week each, during 
which oral cortisone, oral 9a-fluorohydrocortisone, or 
aldosterone given either intramuscularly or orally in 
doses ranging from 160 to 800 yg. per 24 hours was 
administered; the patients were in a metabolic ward 
and received, so far as possible, a constant diet. The 
urinary excretion of sodium, chloride, potassium, and 
nitrogen was determined daily, and the same determina- 
tions carried out on the pooled faeces for each metabolic 
period. The blood chemistry was also studied at 
intervals. Total body water, extracellular fluid, and 
exchangeable sodium and potassium were calculated by 
means of the radioactive sodium and potassium isotope- 
dilution procedure. 

The results showed that total body water and extra- 
cellular fluid volume increased slightly in all patients 
receiving 400 or 800 yg. of aldosterone daily. The 
values for exchangeable sodium and potassium were 
within the normal range during administration of aldo- 
sterone, and sodium and potassium balance was main- 
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tained at normal level or restored to normal after a 
period of adrenocortical insufficiency. The authors con- 
clude that aldosterone can relieve the water and electro- 
lyte abnormalities associated with an Addisonian crisis 
and can also maintain normal balance in patients with 
Addison’s disease. They found oral administration to 
be slightly less effective than intramuscular injection. 
No evidence of hypertension, alkalosis, change in pig- 
mentation, or change in nitrogen balance was found 
during the administration of aldosterone. It is noted 
that larger doses would be needed to produce hyper- 
aldosteronism. Nancy Gough 


1253. A Study of the Mechanism of Secretion of the 
Sodium-retaining Hormone (Aldosterone) 

J. H. LARAGH and H. C. StoerK. Journal of Clinical 
Investigation [J. clin. Invest.] 36, 383-392, March, 1957. 
5 figs., 27 refs. 


The effect of changes in serum electrolyte levels on 
urinary excretion of aldosterone was studied in dogs 
given a basal synthetic diet containing less than 2 mEq. 
of sodium and 0-5 mEq. of potassium daily. The 
aldosterone in a washed methylene chloride extract of 
the urine was assayed biologically by its capacity to 
cause sodium retention in adrenalectomized rats. 

Potassium chloride ingestion produces no increase in 
the serum potassium concentration or in the aldosterone 
excretion in normal dogs, but causes an increase in both 
if the animals are sodium-deficient. This is also true of 
dogs with diabetes insipidus. When dogs were depleted 
of sodium by peritoneal dialysis, aldosterone excretion 
increased, but was more closely correlated with increased 
serum potassium concentration than with reduced serum 
sodium concentration. A man with congestive heart 
failure on a low-sodium, high-potassium diet excreted 
large amounts of aldosterone; reduction in the potassium 
intake reduced the serum potassium concentration and 
also the urinary aldosterone excretion. 

It is concluded that serum potassium concentration is 
more important than serum sodium concentration in 
regulating aldosterone secretion. Peter C. Williams 


1254. Effect of Corticotropin and 9«-Fluorohydrocorti- 
sone on Urinary Steroids in Cushing’s Syndrome __—. 
J. S. Jenkins and A. W. Spence. Journal of Clinical 


Endocrinology and Metabolism {J. clin. Endocr.] 17, 621-— 


631, May, 1957. 3 figs., 12 refs. 


From St. Bartholomew’s Hospital, London, the authors 
describe studies on 3 patients, 2 women aged 26 and 27 
and one man aged 22, with Cushing’s syndrome due to 
adrenocortical hyperplasia, proved at operation, and the 
effect of 9a-fluorohydrocortisone on the urinary 17- 
hydroxycorticoid and 17-ketosteroid excretion. In 2 
of these cases the effect of corticotrophin was also 
studied. 

After the administration of fluorohydrocortisone (1 mg. 
6-hourly for 2 or 3 days) 2 of the patients showed a 
significant fall in the urinary excretion of 17-hydroxy- 
corticoids and 17-ketosteroids, but in the third (and most 
severe) case there was no response even after doses of 
2:5 mg. 6-hourly. In the 2 patients who received corti- 
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cotrophin (the 2 less severe cases) there was a marked 
rise in the 17-hydroxycorticoid excretion, but that of 
17-ketosteroids rose in only one of the cases. In the 
authors’ opinion the response to fluorohydrocortisone 
in Cushing’s syndrome is related to the severity of the 
disease. The response, however, does not provide 
unequivocal evidence for differentiating between hyper- 
plasia and malignant tumour of the adrenal cortex. 
Marcel Malden 


1255. The Influence of ACTH and Cortisone on Vascular 
Permeability. (Bnusnue AKTI u Kkoptu30Ha Ha 

G. L. Mepnix. J7poésemet u Topmo- 
Homepanutu [Probl. Endokr. Gormonoter.] 3, 40-43, No. 2, 
March-April, 1957. 1 fig., 24 refs. 


It has been established by a number of workers that 
ACTH and cortisone delay the disturbances of vascular 
permeability which are characteristic of inflammation. 
The action of these substances on the permeability of 
cell-membranes generally, and particularly of normal 
blood vessels, has not, however, been clarified. 

In an attempt to solve this problem the author carried 
out a series of experiments on 30 rabbits of equal size, 
veight, and development to which protein in the form 
of methionine labelled with radioactive sulphur (35S) was 
administered in 5 equal doses at 2-hourly intervals. 
After 12 to 14 hours, 30 to 50 ml. of blood was with- 
drawn from the carotid artery, the serum separated, 
tested for radioactivity, and immediately injected intra- 
yenously into 3 other rabbits, one of which, 3 hours 
before, had received subcutaneously 0-25 ml. of physio- 
logical saline, the second 5 units of ACTH in 0-25 ml. 
of saline, and the third 5 mg. of cortisone acetate in 
0-2 ml. of solvent. At intervals of 30, 60, 90, and 
i120 minutes after injection of homologous labelled 
protein 0-1 ml. of blood was withdrawn and tested for 
radioactivity, the time at which this was reduced to 
one-half of the initial value (the half-time) being recorded. 
The mean half-time in rabbits given ACTH was four 
times that in controls, and in the animals given cortisone 
was five times that in the controls (in which it averaged 
3-3 hours). The author therefore concludes that ACTH 
and cortisone both diminish the permeability of normal 
capillaries. L. Firman-Edwards 


1256. The Influence of Steroid Hormones (Deoxycortone 
Acetate) on the Protein Linkage of Noradrenaline in the 
Heart. (BnusHue ropMOHOB (fe30KCHKOp- 
Ha CBASLIBAHHE 
6enKaMH B Cepmue) 
M. P. Barts. u Topmo- 
Homepanuu [Probl. Endokr. Gormonoter.] 3, 33-39, No. 2, 
March-April, 1957. 4 figs., 15 refs. ie 

In the experiments described in this paper from 
Kharkov one group of rabbits of an average weight of 
2 kg. were given an injection of 3 mg. of deoxycortone 
acetate intramuscularly, a control group receiving only 
the solvent. All the animals were then killed by inducing 
air embolism, and the content of adrenaline-like sub- 
stances in the heart muscle estimated by Osinskii’s fluoro- 


metric method. In the experimental group the total 
and protein-linked noradrenaline values were both 
diminished, as compared with similar values in the control 
group. 

In a second experiment the same procedure was 
carried out, but 3 hours after the injection both the 
experimental animals and the controls were subjected to 
stimulation of the cervical sympathetic nerve on three 
occasions for a period of 30 seconds each. Again the 
total and protein-linked noradrenaline values were found 
to be much diminished in the deoxycortone-treated 
rabbits as compared with the controls. 

In a third series of experiments 200 yg. of deoxycortone 
in 20% alcohol diluted with normal saline was injected 
intravenously. When the animals were killed 5 minutes 
after the injection noradrenaline and some oxidation 
products of adrenaline were found in the heart muscle, 
but no adrenaline. As compared with the controls the 
total level of noradrenaline was increased, and 53°% of 
it (compared with 47°% in the controls) was protein- 
linked. In the fourth and last experiment the heart 
tissue from rabbits injected with deoxycortane was in- 
cubated for 10 minutes with crystalline DL-noradrenaline. 
The content of protein-linked noradrenaline was in 7 out 
of 8 controls slightly increased, whereas in 7 out of 8 
injected animals it was diminished. Thus the adminis- 
tration of deoxycortone influences the capacity of heart- 
tissue to link noradrenaline in vitro. 

The author had earlier shown that stimulation of the 
cardiac sympathetic nerves is accompanied by an increase 
in the total adrenaline-like substances and also of the 
protein-linked fraction in heart muscle. Thus if deoxy- 
cortone acts by stimulation of the sympathetic nerves a 
similar result would be expected. However, as shown, 
the effect of sympathetic stimulation in the experimental 
animals was the opposite; that is, both the total and the 
protein-linked adrenaline content fell, and the heart con- 
tractions, though rapid, were of small amplitude. 

L. Firman-Edwards 


GENITAL GLANDS 
1257. Nuclear Sex in Different Types of Severe Male 


Hypogonadism 
P. Rus, S. G. JOHNSEN, and J. MossecuH. Lancet [Lancet] 
2, 162-164, July 27, 1957. 25 refs. 


At the County Hospital, Hellerup, and the University 
Hospital, Copenhagen, 28 cases of severe male .hypo- 
gonadism were investigated by determination of the 
nuclear sex in cells from the oral mucosa (and in some 
cases the urethral mucosa and in others peripheral blood 
films), as well as by estimation of the urinary excretion 
of androgens and gonadotrophins. Of the 6 cases of 
Klinefelter’s syndrome (testicular atrophy), 5 were 
chromatin-positive and the 6th, in which only the peri- 
pheral blood was examined, showed “ drum-sticks ” 
with the frequency found in normal women. All the 
other cases were found to be chromatin-negative. Thus 
only the cases of Klinefelter’s syndrome showed a dis- 
crepancy between phenotype sex and nuclear sex. These 
6 cases also differed from all the others by the presence 
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of gynaecomastia and relatively normal urinary excretion 
of androgens. These findings support the view of other 
workers that Klinefelter’s syndrome results from a 
genetic defect in the sex chromosomes. 

B. M. Ansell 


1258. Psychopathology of Klinefelter’s Syndrome. Re- 
view of Thirty-one Cases 

R. Q. PASQUALINI, G. VIDAL, and G. E. Bur. Lancet 
[Lancet] 2, 164-167, July 27, 1957. 18 refs. 


The authors have investigated, at the Institute of 
Endocrinology, Buenos Aires, the psychopathological 
state in 31 cases of Klinefelter’s syndrome occurring in 
patients aged from 14 to 50 years. On clinical examina- 
tion 21 showed no evidence of eunuchoidism and had 
normal beard growth, but 7 of them had gynaecomastia; 
most of the other 10 showed moderate eunuchoidism 
with absent or grossly deficient beard growth, and 
gynaecomastia was present in 9. Histological examina- 
tion of testicular biopsy specimens in all cases revealed 
the typical lesions of the syndrome—hyalinization of the 
tubules and progressive disappearance of germinal and 
Sertoli cells. Urinary gonadotrophins were present in 
all of the 22 cases so examined and 17-ketosteroid 
excretion was normal or slighly increased in the 23 cases 
examined. 

The psychopathological study was based on at least 
seven successive interviews, particular inquiry being 
made as to sexual behaviour and habits; all the patients 
were subjected to intelligence tests by a psychologist, 
and the family background and history were also investi- 
gated. Control groups consisting of 20 patients with 
hypogonadism due to a variety of other causes and 20 
patients with sexual abnormalities without an organic 
basis were studied in the same way. The most significant 
difference was the low I.Q. of the patients with Kline- 
felter’s syndrome, only 5 having an I.Q. within the 
normal range, 15 being below average, and 11 being 
“ definitely feeble-minded ”. In contrast to the patients 
with hypogonadism due to other causes the Klinefelter 
patients showed a_ well-orientated sex drive, only 
moderate depression of sexual activity, good adapta- 
tion to their environment, and—an interesting point—29 
of the 31 were unaware of their disability. In no respect 
was it possible to distinguish between the patients with 
eunuchoidism and those without. The authors conclude 
that the mental deficiency and testicular lesions in Kline- 
felter’s syndrome probably have a common genetic 
origin, though neither can be considered a consequence 
of the other. B. M. Ansell 


1259. Klinefelter’s Syndrome. Frequency and Testi- 
cular Morphology in Relation to Nuclear Sex 

M. A. FeRGUSON-SMITH, B. LENNox, W. S. MACK, and 
J. S. S. Stewart. Lancet [Lancet] 2, 167-169, July 27, 
1957. 2 figs., 7 refs. 


During the years 1955 and 1956, of 831 patients attend- 
ing the male infertility clinic at the Western Infirmary, 
Glasgow, 126 were found to have high-grade infertility, 
50 having complete absence of spermatozoa and 76 a 
sperm count of less than 1,000,000 per ml. of semen. 


Examination of the nuclei of the oral mucosa of 91 (729%) 
of these patients revealed that 10 were chromatin-positive, 
and these were all cases of Klinefelter’s syndrome; of 
the total of 27 cases suspected of this syndrome on 
clinical grounds, the remaining 17 were found to be 
chromatin-negative. 

Testicular biopsy (performed on 68 of the 91 patients) 
showed that there were 6 examples of chromatin- 
positive Klinefelter’s syndrome and 8 of chromatin- 
negative Klinefelter’s syndrome. There was a marked 
difference in testicular histology in these two groups; 
thus the chromatin-negative cases showed a diffuse 
increase in the interstitial cells, though their cytology 
remained normal, whereas in the chromatin-positive 
cases these cells were aggregated into clumps and showed 
marked nuclear pleomorphism. Also, in the chromatin- 
negative cases a large number of the seminiferous tubules 
were normal in size, in all cases a few tubules showed 
some spermatogenesis, and relatively few were represented 
by “‘ ghost ” tubules; in contrast the chromatin-positive 
cases showed large areas devoid of tubules, and of the 
small number present the majority were of the “‘ ghost ” 
form or very small. The only clinically distinguishing 
feature between the two groups, namely gynaecomastia, 
was much more common in the chromatin-positive group. 
It is concluded that Klinefelter’s syndrome is an impor- 
tant cause of male subfertility, being the cause in 8-5% 
of all cases seen in this series and in 30°% with major 
impairment of fertility, and that ori the basis of nuclear 
sex 40% of patients with the syndrome are genetic 
females. B. M. Ansell 


DIABETES MELLITUS 


1260. Physical Binding of Insulin by Gamma Globulins 
of Insulin-resistant Subjects 

B. A. Burrows, T. Peters, and F. C. Lowe.it. Journal 
of Clinical Investigation [J. clin. Invest.| 36, 393-397, 
March, 1957. 1 fig., 20 refs. 


It is already known that the serum of insulin-resistant 
diabetics contains material in the gamma-globulin frac- 
tion which is capable of neutralizing the effects of insulin 
in animals. In the present study it was demonstrated 
that this material combines with insulin, and the amount 
of insulin that can be so bound was measured. 

Bovine insulin was labelled with radioactive iodine and 


added to serum, the mixture being then subjected to - 


paper electrophoresis. Insulin alone or insulin mixed 
with normal serum or with serum from non-resistant 
diabetics did not migrate on the paper unless large 
amounts were used, when it migrated irregularly with a 
mobility like that of serum albumin. When amounts 
of insulin that by themselves would .not migrate were 
mixed with serum from resistant diabetics, none remained 
at the starting point, indicating that all was bound to 
the gamma-globulin fraction, with which it migrated. 
Comparison of the mobility. of free insulin, of gamma 
globulin, and of the complex of these two suggested 
that insulin forms some 7 to 13°% of the weight of the 
complex. 
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The amount of insulin required to saturate 1 ml. of 
serum varied between 0-05 and 201g. When the labelled 
bovine insulin was diluted with human insulin there 
was no reduction in the binding of the former. Thus 
there is no evidence that the patients would be resistant 
to human insulin. Peter C. Williams 


1261. Inapparent Diabetes Mellitus as a Cause of Renal 
Insufficiency Due to Kimmelstiel—Wilson Lesions 

L. R. FREEDMAN. Bulletin of the Johns Hopkins Hospital 
[Bull. Johns Hopk. Hosp.) 100, 132-138, March, 1957. 
3 figs., 18 refs. 


It has been claimed by some authorities, including 
Kimmelstiel himself, that the intercapillary hyaline lesion 
of the Kimmelstiel—Wilson kidney may occur rarely in 


' non-diabetics. In this paper from the Johns Hopkins 


University School of Medicine 2 cases are described in 
which the typical Kimmelstiel—Wilson lesions were found 
at necropsy but there was no obvious diabetic state. 
However, in one patient hyalinization of the islets of 
Langerhans was found and in the other, who had severe 
polydypsia and polyuria 2 to 3 years before the onset of 
symptoms of renal failure, there was pituitary fibrosis 
and necrosis, which could have masked a diabetic state. 
On this [rather doubtful] evidence the author considers 
it very likely that the patients were diabetic. (In both 
patients the fasting blood sugar levels were slightly above 
normal.) 

The author reviews the reports of similar cases and 
concludes that there is insufficient evidence to suppose 
that they were “ non-diabetics’’. He believes that 
Kimmelstiel—Wilson lesions may occur with diabetes 
which is so mild that it is detected only by the response 
to the glucose tolerance test. A. Gordon Beckett 


1262. Studies on the Mechanism of Action of a New 
Hypoglycemizing Compound 
carbamide [Carbutamide]. [In English] ~ 
E. Mrnicu ard G. Prino. Archives internationales de 
pharmacodynamie et de thérapie [Arch. int. Pharmacodyn.] 
110, 443-451, May 1, 1957. 7 figs., 35 refs. 


The authors, writing from the Valeas Research Labora- 
tories, Milan, report the results of studies on the 
pharmacological actions of the hypoglycaemic agent 
N-butyl-N’-sulphanilylurea (carbutamide). They first 
confirmed the loss of the hypoglycaemic effect of this 
agent on animals after pancreatectomy, intravenous 
carbutamide having no such effect on 2 pancreatectomized 


dogs whose blood sugar level had been kept steady with _ 


insulin. _ 

The effect of carbutamide was then investigated in 
12 rabbits before and after treatment for 3 days with 
cobalt chloride in sufficient doses to destroy the a cells 
of the pancreatic islets. It was observed that whereas 
all 12 rabbits had developed significant hypoglycaemia 
on receiving carbutamide before treatment with cobalt 
chloride, only 2 showed such a response, and then only a 
partial one, after treatment, while 2 rabbits actually 
showed a hyperglycaemic response and in 8 there was 
no significant change in the blood sugar level. It was 
further confirmed that treatment with carbutamide did 


not influence the hyperglycaemic effect of intravenous 
glucagon. 

The authors conclude that the findings in these experi- 
ments suggest that both f cells and a@ cells must be 
functionally intact to enable the hypoglycaemic effect to 
be obtained from the administration of carbutamide. 

J. N. Harris-Jones 


1263. Pharmacological Studies of a New Oral Hypo- 
glycemic Drug 

G. UnGar, L. FREEDMAN, and S. L. SHAPIRO. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)| 95, 190-192, 
May, 1957. 2 figs., 2 refs. 


Following a search for new oral hypoglycaemic drugs 
during which some 200 alkyl derivatives of biguanide, 
whose hypoglycaemic action was first reported in 1929, 
were investigated, the authors now report the effect 
of one of these compounds, N’-$-phenethylformami- 
dinyliminourea hydrochloride (DBI), on the blood sugar 
level and muscle and liver glycogen content of normal 
and alloxan-diabetic animals. 

In both groups of animals the maximum depression 
of the blood sugar level occurred 5 hours after the oral 
administration of DBI, the level returning to the initial 
value after 24 hours. By appropriate divided dosage a 
normal blood sugar level could be maintained in diabetic 
animals over a prolonged period. The drug thus differs 
from the sulphonylureas, which have no hypoglycaemic 
effect in alloxan diabetes. There were no significant 
changes in the liver and muscle glycogen content. 
Apart from the hypoglycaemic action of the drug no 
acute pharmacological effects were observed and there 
was no obvious pathological change in any of the organs 
examined even after very high dosage. Of the various 
animal species tested, monkeys showed the greatest 
response to the drug and rats the least response, while 
there was no hypoglycaemic effect at all in dogs. But 
even within any one species there were very striking 
individual variations in sensitivity. Robert Mahler 


1264. Clinical Report of a New Hypoglycemic Agent 

J. POMERANZE, H. Fusry, and G. T. Mouratorr. Pro- 
ceedings of the Society for Experimental Biology and 
Medicine [Proc. Soc. exp. Biol. (N.Y.)| 95, 193-194, 
May, 1957. 3 figs., 4 refs. 


In view of the promising results obtained in animals 
with the new oral hypoglycaemic drug N’-8-phenethyl- 
formamidinyliminourea hydrochloride (DBI), the drug 
was given a limited clinical trial at the Metropolitan 
Medical Center, New York. In this the blood sugar 
curves after the ingestion of 100 g. of glucose were 
studied before and after the administration of 100 mg. 
of DBI to 10 diabetic patients and one normal subject, 
the patients including some with severe labile diabetes 
and others with mild disease not requiring insulin. 
The authors state that there was a significant decrease 
in the blood sugar concentration after ingestion of DBI, 
and that the configuration of the glucose tolerance curve 
was altered. [But the three illustrative graphs accom- 
panying the paper show that there was no effect on the 
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blood sugar concentration up to 2 hours after the inges- 
tion of DBI; after 5 hours the concentration in the 
severely diabetic patient had fallen from about 300 mg. 
to 230 mg. per 100 ml. (that is, by only 70 mg. per 
100 ml.), whereas in the moderately severe diabetic the 
blood sugar level had fallen to 80 mg. per 100 ml. 
compared with a level of 220 mg. per 100 ml. before 
the administration of DBI. Thus the slope of the blood 
sugar curve in the moderately severe diabetic patient 
was much steeper than those of the normal subject or 
the severely diabetic patient, which showed no significant 
change.]_ - 

In a further test DBI was given to 3 of the diabetic 
patients over a period of 6 to 10 days in a dose of 100 mg. 
three times a day. In 2 of these subjects DBI could 
replace insulin completely, and in the third, a 27-year-old 
man with severe labile diabetes of 8 years’ duration, 
DBI reduced the daily requirement of NPH insulin 
from 70 to 30 units: » Robert Mahler 


1265. The Hypoglycemic Response to Insulin in Man 
after Sulfonylurea by Mouth 

I. A. Mirsky and D. Drencott. Journal of Clinical 
Endocrinology and Metabolism {J. clin. Endocr.| 17, 603- 
607, May, 1957. 2 figs., 13 refs. 


From the University of Pittsburgh School of Medicine, 
Pennsylvania, the authors report a study of the hypo- 
glycaemic response of 10 patients with diabetes mellitus 
to the intravenous injection of insulin both before and 
after oral administration of the sulphonylurea drug 
“orinase”’ (tolbutamide). It had previously been 
established that these patients showed no hypoglycaemic 
response to oral tolbutamide alone. It was found that 
the hypoglycaemic response to the same quantity of 
exogenous insulin was increased in all the patients after 
taking oral tolbutamide. This finding is considered by 
the authors to be due to the inhibition of insulinase 
activity and a consequent increase in the amount of 
injected exogenous insulin available for physiological 
activity. Marcel Malden 


1266. Effect of Sulfonylurea Compounds in Diabetic 
Children 

R. CAMERINI-DAVALOS, A. MARBLE, P. Wuite, M. BEL- 
MONTE, and L. SARGEANT. New England Journal of 
Medicine [New Engl. J. Med. 256, 817-822, May 2, 
1957. 6 figs., 8 refs. 


The hypoglycaemic effect of carbutamide and of tol- 
butamide was studied in 228 diabetic children, most of 
whom were in summer camps for diabetic children. All 
the patients were satisfactorily stabilized on diet and, 
except for 2 cases in remission, on insulin. A single 
dose of 1:5 to 3-0 g. of carbutamide (122 cases) or 
tolbutamide (106 cases) was given in the fasting state, 
and capillary blood sugar levels were estimated 2 and 
4 hours later, a 20°%% decrease being counted as a positive 
result. In some cases the blood level of the drug given 
was determined at 4 hours, values of 8 to 12 mg. per 
100 ml. being obtained. 

The hypoglycaemic response was found to be un- 
related to the patient’s age or to the initial fasting blood 
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sugar level. Positive results were most frequent in 
subjects of normal body weight, those with a later onse 
of diabetes, and those requiring lower daily doses of 
insulin. The closest correlation was found with dura- 
tion of the disease, a shorter duration being associated 
more often with a hypoglycaemic response; a similar 
relationship existed with respect to duration of insulin 
treatment. 

Daily maintenance therapy with either drug in asso- 
ciation with continued diet regulation and insulin therapy 
did not show any satisfactory results in 19 cases thus 
studied over periods ranging from one week to 5 months. 
Untoward reactions occurred in 25% and 5% of the 


whole series after a single dose of carbutamide and tol- 


butamide respectively, and included gastro-intestinal 
symptoms, weakness, and dizziness; a rash occurred in 
one case on daily therapy. In no case, however, were 
these side-effects of significant degree or duration. 

The authors claim that the results are consistent with 
the suggestion that these drugs act only in the presence 
of a functioning insulin-producing mechanism, as in 
diabetes of recent onset, and are inactive in long-standing 
disease. Gerald Sandler 


1267. Proposed Therapeutic Classification of Diabetes. 
Sulphonamide-sensitive Diabetes. . (Essai de classification 
thérapeutique du diabéte. Le diabéte sulfamido- 
sensible) 

R. Moreau, R. Deut, A. SARRAZIN, P. M. DE TRAVERSE, 
and X. LENORMAND. Presse médicale [Presse méd.] 65, 
985-987, May 25, 1957. 5 figs. 


The use of tolbutamide in the treatment of 350 patients 
with diabetes mellitus of onset after the age of 40 years 
has suggested to the authors that such patients can be 
classified into tolbutamide-sensitive and tolbutamide- 
resistant types. Satisfactory control was achieved with 
diet alone in 9-7°%% of the patients, 58-3°% improved with 
the addition. of tolbutamide, and the remaining 32% 
required insulin. Treatment with the sulphonamide 
alone was rarely successful in young adult patients, but 
occasionally a combination of sulphonamide and insulin 
was of value, and labile insulin-treated patients sometimes 
became more stable. 

The division into sulphonamide-sensitive and sulphon- 
amide-resistant groups suggests that there is an under- 
lying physio-pathological difference between the two 
corresponding types of diabetes. A comparison was 
made between the standard insulin—glucose test and a 
sulphonamide-glucose test in which 3 g. of tolbutamide 
was given half an hour before the glucose load. This 
showed that 14 patients were sensitive to both insulin 
and sulphonamide, while 6 were resistant to both. It is 
suggested that further study of the mode of action of 
these hypoglycaemic compounds may help to solve the 
underlying problem of the cause of diabetes mellitus. 

Kenneth Gurling 


1268. Acidosis and Coma in Juvenile Diabetics 

T. S. DANowsk1, L. GREENMAN, F. A. WEIGAND, and 
F. M. Mateer. A.M.A. Journal of Diseases of Children 
[A.M.A. J. Dis. Child.] 93, 341-356, este 1957. 9 figs., 
bibliography. 
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The Rheumatic Diseases 


1269. Psychological Complications in Children under 
Treatment with Cortisone and ACTH. (Accidents 
psychiques observés chez les enfants traités par la 
cortisone et LACTH) 
C. Koupernik, D. LyaArp, and P. MozZICONACCI. 
Semaine des hépitaux de Paris [Sem. Hép. Paris] 33, 
1990-2005, May 22, 1957. 2 figs. 

The authors have studied the psychological distur- 
bances occurring among 57 children under treatment with 


‘cortisone and ACTH (corticotrophin), mostly for acute 


or chronic rheumatism, 56 of whom were observed at the 
Clinique Médicale des Enfants, Paris, and one in private 
practice. The patients’ ages ranged from 18 months 
to 18 years. Although major psychological symptoms 
rarely resulted from cortisone or ACTH treatment, less 
serious personality changes were relatively common. 
Of the 57 children, no psychological effect of treatment 
was discernible in 9. Among the remainder pre-existing 
disturbances were improved in 12 cases (2 permanently 
and 10 temporarily) and new disturbances developed 
during, or in some cases after, treatment in 46 cases. 
(Several children are included in both these groups and 
several developed more than one type of disturbance.) 
Most of these disturbances were mild, consisting in 
bulimia (33 cases), sleep disturbances (18), undue 
euphoria (2), hypomanic episodes (2), agitation (7), 
manic episodes (3), anxiety states (7), depression (17), 
difficulty in sensory perception (1), and probable epileptic 


equivalents (2). There were only 2 children who de- -~ 


veloped severe mental symptoms: one of these had a 
phobia of persecution and the other showed gross 


intellectual deterioration resulting in dementia. Both ~ 


these children had gross abnormalities in the electro- 
encephalogram (EEG). 

Serial EEGs and psychometric and biochemical tests 
were carried out on most of the children. EEG changes 
were detected in 21 cases, and were polymorphic and 
non-pathognomonic. The main biochemical abnor- 
mality discovered consisted in hypochloraemic alkalosis. 
The results of the psychometric tests are analysed in 
detail [and do not easily lend themselves to summariza- 
tion]. John Lorber 


1270. Involvement of the Heart in Chronic Articular 
Rheumatism. (Zur Herzbeteiligung beim chronischen 
Gelenkrheumatismus) 

H. Gros and H. CULLMANN. Medizinische Klinik [Med. 
Klin.] 52, 888-892, May 24, 1957. 4 figs., 22 refs. 


In this paper from the University Medical Clinic, 
Mainz, and the Rheumaklinik, Bad Kreuznach, Germany, 
the authors report on the incidence of heart lesions in a 
series of 1,000 patients suffering from various forms of 
chronic articular rheumatism. 

In 88 cases with cardiac valvular disease no definite 
history of arthritis was obtained, but the aetiology was 


387 


assumed to be rheumatic (and was confirmed at necropsy 
in 11 cases). The remaining 912 cases were classified 
into four groups as follows: (1) following acute poly- 
arthritis (272 cases, of which 45:2°% were in males); 
(2) secondary chronic polyarthritis (156, with 43°%% in 
males); (3) primary chronic polyarthritis (408, with 
32:4% in males); and (4) ankylosing spondylitis (76, 
with 92% in males). The proportions of juveniles 
under the age of 20 in the four groups were 47, 36-6, 
6-1, and 10-5°% respectively. 

Among these 912 there were 304 cases of valvular 
lesions, 85 males and 141 females having mitral lesions, 
14 males and 4 females aortic lesions, while both valves 


’ were affected in 42 males and 18 females. The great 


majority of these cases occurred in Groups 1 and 2, in 
which there were 151 and 156 respectively. The greater 
liability of the younger patients to cardiac involvement is ~ 
demonstrated by the fact that in Groups 1 and 2 the 
average age of those with valvular lesions was 6 years 
below that of those whose hearts remained unaffected. 
In the whole series myocardial damage was demonstrated 
electrocardiographically in 388 cases. Analysis of the 
incidence according to groups gave the following results: 
Group 0 (no articular involvement), 78-4°%, and Groups 
1 to 4, 51-1, 45-5, 37-7, and 21-6°%% respectively. In view 
of the similar course often followed by acute primary and 
secondary chronic polyarthritis, as demonstrated in this 
study, and various other considerations the authors 
question the wisdom of sharply differentiating between 
the various forms of chronic polyarthritis, as is the 
current practice in Germany. H. F. Reichenfeld 


RHEUMATIC FEVER 


1271. Abnormalities of the Bone Marrow in Rheumatic 
Fever. A Histological and Biological Study. (Les 
anomalies du myélogramme au cours du rhumatisme 
articulaire aigu et des infections relevant du streptocoque 
hémolytique. Etude histologique et biologique) 

M. BERNHEIM, C. MourRIQUAND, and D. GERMAIN. 
Presse médicale [Presse méd.| 65, 907-909, May 15, 1957. 


In the course of this study reported from the H6pital 
Edouard-Herriot, Lyons, 184 marrow punctures were 
carried out on 130 children with acute rheumatic fever. 
The myelogram showed a plasmocytosis of 2:6 to 15%: 
in every case, and hyperglobulinaemia was demonstrated 
in 18 of the 54 cases in which electrophoretic examination 
of the plasma proteins was performed. A rise in the 
antistreptococcal antibody titre was a less frequent 
finding. Medullary plasmocytosis was also found in 18 
out of 22 cases of Sydenham’s chorea, being most marked 
in the 7 cases in which there was evidence of endocarditis. 
In 4 cases without cardiac complications the myelogram 
was normal. In 16 cases of scarlatina there was a mild 
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medullary plasmocytosis (3-6°%) which, however, rapidly 
returned to normal on treatment with systemic penicillin; 
the most consistent finding in these cases was a severe 
eosinophilia (12 to 26-4°%). A plasmocytosis reaching 
7:2°% was found in 16 of 28 cases of acute glomerulo- 
nephritis in infants, in which a haemolytic streptococcal 
infection was an _ aetiological factor. Encouraging 
results were obtained in the treatment of this group of 
cases by corticotherapy. 

The authors assert that it is possible to distinguish 
between a humoral mechanism and an infective process 
in these cases by studying the myelogram. Cases of the 
former type, which show a plasmocytosis, appear to 
respond well to corticotherapy. A. W. H. Foxell 


1272. Further Studies on Rheumatic Fever Epidemiology. 
Comparative Incidence of Rheumatic Fever, Strepto- 
coccal Carriers, and Antistreptolysin Titers in the Tropics 
and in Mexico City . 

M. SALAZAR MALLEN, M. Evans, and J. BALCAZAR. 
American Heart Journal [Amer. Heart J.| 53, 767-770, 
May, 1957. 11 refs. 


A previous investigation (Ann. intern. Med., 1955, 42, 
607) had shown that the ratio of rheumatic carditis to 
total heart disease (r/t index) was 0-5990 for hospital- 
referred patients in Mexico City, with a temperate climate, 
compared with 0-0967 for some tropical Mexican areas. 
The present work attempts to find an explanation of 
this difference in terms of streptococcal infection. The 
authors examined two groups of students, one from an 
area with a tropical and rainy climate and one from 
Mexico City with a more temperate environment. 
Throat swabs were plated on blood agar and colonies of 
B-haemolytic streptococci were grouped. 

There was little difference in the incidence of Group-A 
B-haemolytic streptococci in the two groups (3 in 102 
cases from the tropical region and 1 in 100 from the 
temperate climate). Nor did antistreptolysin-O titres 
show a significant difference; in fact, 55°% of students 
in the tropical climate had a titre above 200 compared 
with 36° in the temperate region. Despite this, rheu- 
matic fever was not found in the tropical group, but 
occurred in 3 out of 340 cases from the temperate area. 
{It is not clear how comparable these two groups were.] 
The authors suggest that a tropical climate affects the 
response of the host rather than the rheumatogenic 
agent. E. G. L. Bywaters 


1273. Hormone Treatment of Rheumatic Fever. Results 
in 387 Cases. (Traitement hormonal du rhumatisme 
articulaire aigu. Résultats sur 387 cas) 

P. Mozziconacct and M. K. CARAMANIAN. Semaine 
des hépitaux de Paris [Sem. Hép. Paris| 33, 1970-1977, 
May 22, 1957. 3 refs. 


Between 1951 and 1956 387 children were treated with 
adrenocortical hormones for rheumatic fever at the 
Clinique Médicale des Enfants of the University of Paris. 
The patients were between 24 and 16 years of age, and 
the period of observation ranged from 6 months to 
6 years. In 207 cases the child was suffering a first 
attack of rheumatic fever. 


Treatment was individualized. Cortisone was given 
by mouth in daily doses of 100 to 300 mg., depending 
on the age of the child and the speed with which the 
temperature became normal. Treatment was con- 
tinued for at least 15 days and was in any case continued 
until the erythrocyte sedimentation rate fell below 20 mm. 
[presumably in one hour—method not stated]. ACTH 
was used particularly at the beginning of the treatment 
in about one-half the dosage of cortisone. Aspirin was 
commonly but not invariably used, usually for 15 to 
20 days after the conclusion of hormone treatment, the 
dosage being adjusted to obtain a serum salicylate level 
of 35 mg. per 100 ml. Continuous penicillin treatment 
was given during the acute phase of the disease and 
subsequently. 

There were 28 severe cases with pancarditis and 
cardiac failure, with 7 deaths; 18 of these 28 patients had 
had previous attacks and only 12 of these survived. 

There were 221 children with carditis of moderate 


' degree (including 117 relapsed cases). They all re- 


sponded rapidly to treatment in respect of fever, arthritis, 
and skin lesions. In 155 cases the cardiac murmurs 
which existed on admission persisted unchanged, 38 
children who had only systolic murmurs lost these 
during therapy, and 28 others lost some, but not all, of 
the murmurs which they had on admission. Patients in 
their first attack more often showed improvement in the 
cardiac condition than those in relapse. In 3 cases new 
murmurs developed during treatment which persisted 
subsequently. 

There were 138 children without apparent carditis, 
although some had soft systolic murmurs when admitted 
to hospital. They all recovered without developing 
cardiac lesions. 

During the follow-up period 328 patierits suffered 
neither a relapse nor an aggravation of their cardiac 
condition, and 215 of these were under observation for 
3 years or more. Fresh attacks occurred on one or 
more occasions in 39 cases, and-in some the cardiac signs 
deteriorated as a result of these relapses. Of 19 children 
who had been treated for a first attack which was not 
associated with carditis and who suffered one or more 
relapses, only one developed carditis in subsequent 
episodes. The cardiac status of 6 children deteriorated 
during the follow-up period without apparent further 
attacks of rheumatic fever. There were altogether 14 
deaths either during treatment or subsequently, 4 of 
which were due to bacterial endocarditis. 

A comparison was attempted between the results 
obtained in this series and those of the combined Anglo- 
American investigation (Brit. med. J., 1955, 1, 555; 
Abstracts of World Medicine, 1955, 18, 225). There 
were 103 patients with systolic murmurs who were either 
in their first attack or had a previously undamaged heart, 
50% of whom showed improvement in their cardiac 
condition at the end of the treatment and 64% at the 
end of observation compared with 11-6% and 48% 
respectively of the 77 patients treated with salicylates and 
32-4% and 44% respectively of the 148 treated with 
hormones in the Anglo-American investigation. There 
was very little detectable difference between the results 
in respect of patients with systolic murmurs who had 
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previously damaged hearts or who suffered relapses, or 
of patients with initially normal hearts. The numbers 
of patients with diastolic murmurs were too small for 
valid comparisons to be made, but such differences as 
there were favoured the French series of cases, in which 
the dosage of hormones was higher than that used in 
the Anglo-American study. 

[The analysis and interpretation of the results and their 
comparison with the Anglo-American results are made 
difficult by the apparent lack of a master plan governing 
the trial and by incomplete definition of the various 
criteria adopted and of the different types and grades 
of carditis and cardiac signs (in particular, systolic 
murmurs). Moreover, the calculation of the relapse 
rate and assessment of the final cardiac state suffer from 
of observation, 
no distinction being made between patients who have 
been followed up for only 6 months and those observed 
for 6 years.] John Lorber 


!274. The Prophylaxis of Relapse of Rheumatic Fever. 
Results in 377 Cases Followed up for 5 Years. (Pro- 
phylaxie des rechutes de rhumatisme articulaire aigu. 
Résultats sur 377 enfants suivis depuis cing ans) 

J. Laspesse, Y. DAGonet, J. A. Faure, J. 
Desetz, and P. Mozziconacct. Semaine des hépitaux 
de Paris [Sem. Hép. Paris] 33, 2005-2020, May 22, 1957. 
| fig., bibliography. 

Routine chemoprophylaxis either with sulphadiazine 
or with oral or intramuscular penicillin after an attack 
of rheumatic fever is considered essential by the authors, 
and one or other drug was prescribed in 377 consecutive 
cases in children admitted to the Clinique Médicale des 
Enfants, Paris, between 1951 and 1956. They have been 
followed up for a total period of 860 patient-years 
(average 2-3 years). Continuous prophylaxis was main- 
tained by 200 patients for an average period of 18 
months, in 167 cases there were interruptions lasting up 
to several years during an average observation period 
of 37 months, and 10 patients never took any drugs 
(average period of observation 36 months). In the whole 
group the total period during which drugs were taken 
was 587 patient-years and that during which drugs were 
not taken was 273 patient-years. The relapse rate during 
the latter period was 20-5°% per year. 

Previous authors have shown that chemoprophylaxis 
with sulphonamides reduces the annual rate of relapse 
by about 80%. This figure was confirmed in this series, 
there being only 4 relapses during 117 patient-years of 
observation (3-4°% per year) among those given 1 g. of 
sulphadiazine daily, a reduction of 83°%%. Serious toxic 
complications were rare and agranulocytosis was not 
seen. With benzylpenicillin given by mouth earlier 
authors using various dosage schedules obtained an 
average reduction of 90% in the incidence of relapses. 
The authors’ experience with intermittent courses of oral 
benzylpenicillin in high dosage was unfavourable. Later, 
when 200,000 units was given daily the relapse rate in 
154 patient-years was 3-9°%% per year (but some of the 
relapses occurred when the patients forgot to take their 
tablets), while with double the dose the annual relapse 


rate in 73 patient-years was 2:7°%%. The total results with 
continuous oral benzylpenicillin were thus much the 
same as with sulphadiazine, but as oral penicillin has no 
toxic side-effects it is preferable. With intramuscular 
benzathine penicillin in doses of 1:2 mega units every 
28 days good blood levels are maintained, and other 
authors have been able to reduce the relapse rate to 
0-17% per year. In the present series the relapse rate 
was 1-5°%% per year for 199 patient-years of observation. 
This method of prophylaxis, however, is inconvenient 
as it is painful and may cause hypersensitivity reactions. 
Experience with oral phenoxymethylpenicillin (‘* peni- 
cillin V ’’) is now being accumulated. 

It is emphasized that when there is a particular risk 
of streptococcal infection, for example, when dental 
extractions or tonsillectomy are undertaken, it is not 
sufficient to depend on routine prophylactic doses of 
penicillin and larger doses must be given. It is also 
necessary to increase the dose to full therapeutic levels 
should a streptococcal throat infection occur. Of 72 
instances of pharyngitis in this series, 56 were proved to 
be due to B-haemolytic streptococci. This represents an 
incidence of 5-2% per year in children receiving con- 
tinuous prophylaxis and 15-39% per year in children 
not given such prophylaxis. Of 19 children who 
received ‘“‘ adequate” penicillin treatment for their 
streptococcal infection, 3 (15°%) suffered a relapse of 
rheumatic fever, whereas of 53 who did not receive 
adequate treatment, 31 (58°) suffered a relapse. 

These figures all emphasize the need for strictly con- 
trolled continuous chemoprophylaxis in all patients who. 
have ever had rheumatic fever, and those who have had 
carditis should continue treatment throughout their life- 
time. 

[This is an excellently documented paper. Some of 
the data might better have been included in the paper 
from the same source on the hormone treatment of 
rheumatic fever (see Abstract 1273). There is an 
extensive list of references.] John Lorber 


RHEUMATOID ARTHRITIS 


1275. Diagnosis, Treatment and Prevention of Hyper- 
cortisonism in Patients with Rheumatoid Arthritis 

C. H. Stocums, H. F. Po.iey, and L. E. Warp. Pro- 
ceedings of the Staff Meetings of the Mayo Clinic [Proc. 
Mayo Clin.] 32, 227-238, May 1, 1957. 3 figs., 28 refs. 


In addition to the well-known effects of chronic over- 
dosage with cortisone or similar drugs certain other 
symptoms may occur, and it is with these latter “* special ” 
effects that this paper from the Mayo Clinic deals. 

Such special effects seem to develop only in patients . 
suffering from rheumatoid arthritis when the usual signs 
of hypercortisonism have been present for some weeks. 
They are found most often in women after the meno- 
pause and least often in men. The smaller the daily 
dose of hormones, the later do these effects occur. The 
characteristic feature is a cyclic change of mood in which 
periods of “‘ restless drive” and euphoria alternate with 
episodes of fatigue, aching, and emotional instability. 
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The symptoms increase with the time since the last dose, 
but an increase in the dosage accentuates the cyclic 
swing of symptoms and may complicate the course of 
symptoms arising from chronic hypercortisonism. Care 
is needed to distinguish an episode from a flare-up of 
the underlying rheumatic process. In some cases 
features resembling disseminated lupus erythematosus 
or periarteritis nodosa develop; a number of such 
cases have proved fatal. In a comparison of (1) 105 
patients with rheumatoid arthritis who had not had 
hormones, (2) 166 patients who had had hormone 
therapy without overdosage, and (3) 128 patients suf- 
fering from chronic overdosage with hormones the 
severity of the mesenchymal reactions, but not their 
incidence, was found to be greatest in the third group. 
The recommended treatment of “‘ special” effects of 
hormone therapy consists in adequate rest (at least 12 
hours a day) and very gradual reduction in hormone 
dosage, with temporary increases if a flare-up of the 
rheumatism occurs. If possible all hormone therapy 
should eventually be stopped. Change of the type of 
steroid drug used has not shortened the time needed for 
recovery. The paper concludes with a review of the 
management of the general effects of hypercortisonism. 
David Friedberg 


1276. Intravenous Administration of Nitrogen Mustard 
Alone and with Corticotropin for Rheumatoid Arthritis 
A. L. ScHEeRBEL. Cleveland Clinic Quarterly [Cleveland 
Clin. Quart.] 24, 71-77, April, 1957. 


Nitrogen mustard alone or in combination with corti- 
cotrophin (ACTH) was tried in the treatment of rheu- 
matoid arthritis, the aim being to inhibit the multiplication 
of cells in the inflammatory exudates within and around 
the joints. The severity of the disease was graded on a 
4-point system, and of the 17 patients 4 were in Grade 1 
(the least affected), 4 were in Grade 2, 6 in Grade 3, 
and 3 in Grade 4 (most severely affected). Nitrogen 
mustard was given intravenously in normal saline in a 
concentration of 1 mg. per ml., 10 patients receiving 
0-1 mg. per kg. body weight on alternate days and 7 
receiving 0-05 mg. per kg. daily up to a total of 0-4 mg. 
per kg. body weight. To prevent vomiting 0-2 g. of 
amylobarbitone was given intramuscularly. Local signs 
of acute inflammation disappeared within 2 to 7 days 
of the start of treatment in all cases in which such signs 
had been present, and temperature fell to normal within 
48 hours. All pain and stiffness disappeared in 8 
patients. Laboratory studies showed that the leucocyte 
count fell to normal in those cases in which it had 
previously been raised, and in cases in which the count 
was previously normal there was no change. Within 
6 months 15 of the 17 cases had relapsed. 

In a second trial the author observed the effects of 
intravenous administration of ACTH to 10 patients in a 
dosage of 20 units in a litre of 5°% dextrose solution daily 
for 10 days and to a further 10 patients in a dosage of 
10 units in a similar solution. Between the sixth and 
eighth days 7 of the 10 patients receiving 20 units and 
one of the 10 given 10 units showed early signs of acute 
adrenal hypercorticalism. Joint manifestations dis- 


appeared in all patients given 20 units and in 6 of the 
10 given 10 units. Relapse occurred within 45 days of 
the cessation of treatment. 

In a third trial 263 patients were given ACTH in 
combination with nitrogen mustard intravenously and 
the results observed for 4 years or more. The series 
included 221 patients with uncomplicated rheumatoid 
arthritis and 42 with such complications as lupus erythe- 
matosus, psoriasis, palindromic rheumatism, and Still’s 
disease. The total dose of nitrogen mustard was 0-2 mg. 
per kg. body weight daily for 5 days. The ACTH was 
given in a dosage of 10 units in 500 ml. of 5% dextrose 
administered intravenously over a period of 4 hours. 
Half an hour after the start of ACTH administration 
nitrogen mustard was injected through the same rubber 
tubing intravenously. To control nausea and vomiting 
50 mg. of promazine hydrochloride was given by mouth. 
The results assessed 2 weeks after treatment showed that 
88°%% had complete or almost complete immediate relief 
of symptoms, including fever when this had been present. 
In most cases the improvement could be maintained by 
the use of analgesics or “‘ tranquilizers’; in 28 cases a 
second course of treatment was given within 12 months. 
Toxic effects were limited to nausea and vomiting. 
Urticaria, which occurred in 2°% of the patients, was 
attributed to the particular preparation of ACTH used. 
The author considers that the drugs act synergistically 
on the inflammatory exudate, and he regards the treat- 
ment as safe and effective in acute and subacute rheu- 
matoid arthritis. William Hughes 


1277. Intraarticular Administration of Nitrogen Mustard 
Alone and Combined with a Corticosteroid for Rheumatoid 
Arthritis. Experimental and Clinical Studies - 

A. L. SCHERBEL, S. L. SCHUCHTER, and S. J. WEYMAN. 
Cleveland Clinic Quarterly (Cleveland Clin. Quart.) 2A, 
78-89, April, 1957. 9 figs. 


The authors studied the effect of intra-articular injec- 
tions of nitrogen mustard alone or in combination with 
an adrenal corticosteroid in the treatment of rheumatoid 
arthritis. A preliminary experiment on dogs showed 
that nitrogen mustard injected into the joints caused 
necrosis of the superficial cells lining the synovial mem- 
brane and scanty cellular exudates in the deeper layers. 
Regeneration occurred rapidly, and 30 days after injec- 
tion of 1-0 mg. of nitrogen mustard the tissue specimens 
were normal histologically. A series of 130 patients 
with active rheumatoid arthritis were treated with intra- 
articular injections of nitrogen mustard alone or in 
combination with either hydrocortisone or prednisone, 
24 receiving nitrogen mustard alone and 106 the com- 
bination of drugs. Many patients in both groups had 
had antirheumatic treatment previously without benefit. 
Nitrogen mustard alone was given in a dosage of 0-1 to 
1:0 mg., dosages of 0:25 mg. or less being given in 
0-5 ml. of saline and dosages of 0-5 to 1-0 mg. in 1-0 ml. 
of saline. For the combined treatment 1-0 mg. of nitro- 
gen mustard was mixed in varying ratios with the cortico- 
steroid solution containing 25 mg. per ml., the mixture 
being used as soon as it was prepared. The only special 
feature about the technique was that the wrist-joint 
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was injected at 4 different “sites, care being taken 
not to give nitrogen mustard into the carpal tunnel. 
Of the 24 patients receiving nitrogen mustard alone, 
18 showed marked improvement. In 37 of the 106 
receiving the combined treatment there was complete 
cure without recurrence over a period of observation of 
18 to 24 months; in 35 of the remaining 69 there was 
temporary cure which could be prolonged by a further 
injection. 

Few toxic symptoms were observed. There was no 
evidence of injury to the haematopoietic system in any 
of the cases. Nausea and vomiting occurred even after 
administration of as little as 0-5 mg. of nitrogen mustard, 
but these symptoms were controlled by premedication 
with 50 mg. of promazine by mouth. 


William Hughes 


1278. The Effect of Isoniazid and of Iproniazid in Patients 
with Rheumatoid Arthritis 

A. L. ScCHERBEL. Cleveland Clinic Quarterly [Cleveland 
Clin. Quart.] 24, 90-97, April, 1957. 


It is known that many patients with rheumatoid 
arthritis display emotional instability, undue fatigue, loss 
of appetite, and similar symptoms which are often 
relieved by administration of the hydrazides, with a 
consequent feeling of well-being. A total of 74 patients 
suffering from active rheumatoid arthritis were given 
these drugs over a period of 2 to 5 years, 44 receiving 
100 mg. of isoniazid by mouth 3 times a day and 30 
receiving 50 mg. of iproniazid 3 times daily; the dosage 
of the latter was halved after 3 months. All the patients 
were given 10 to 25 mg. of pyridoxine daily to prevent 
neuritis. Improvement in affective symptoms occurred 
within 3 to 10 days with iproniazid, but was slow and 
undramatic with isoniazid. Objectively, a gain in weight 
was the most constant result, this being noted in 10 of 
the 44 given isoniazid and 26 of the 30 given iproniazid; 
obesity became a problem in 8 cases. In only 10 of 
the 44 treated with isoniazid was there significant 
improvement in joint symptoms, but improvement was 
noted after one year in 23 patients treated with ipro- 
niazid. Laboratory studies showed a fall in the erythro- 
cyte sedimentation rate in nearly half the cases in each 
group. 

Side-effects, which occurred most frequently with a 
high dosage of iproniazid, included constipation, blur- 
ring of vision, postural hypotension, palmar erythema, 
and signs of upper motor neurone lesions. Jaundice 
developed in 2 patients and a maculopapular skin rash 
in 4. All the side-effects were reversible. Withdrawal 
symptoms such as headache, irritability, and excessive 
dreaming were observed after iproniazid administration 
was discontinued. 

In a further trial, 101 patients were given one of the 
hydrazides and either cortisone or prednisone. Patients 
in the early stages of the disease responded well, but 
those with more advanced disease showed no change. 
Summarizing the results, the author states that the 
hydrazides have little effect on objective manifestations, 
but the favourable effect on subjective signs, particularly 
of iproniazid, is significant. An ointment containing 3 


to 5% iproniazid was found to promote healing of the 
ischaemic ulcers often observed at the tips of the fingers 
in rheumatoid arthritis complicated by lupus erythe- 
matosus or scleroderma. William Hughes 


1279. Comparison of Effects of Two Antimalarial Agents, 
Hydroxychloroquine Sulfate and Chloroquine Phosphate, 
in Patients with Rheumatoid Arthritis 

A. L. SCHERBEL, S. L. SCHUCHTER, and J. W. HARRISON. 
Cleveland Clinic Quarterly [Cleveland Clin. Quart.] 24, 
98-104, April, 1957. 

Some antimalarial drugs have a beneficial effect in 
discoid lupus erythematosus. The authors have studied 
the effects of two antimalarial agents—hydroxychloro- 
quine sulphate, one of the 4-aminoquinoline derivatives, 
and chloroquine—on the course of rheumatoid arthritis, 
the former being given to 26 patients in a dosage of 
200 to 600 mg. daily, and chloroquine phosphate to 
25 patients in a dosage of 0-5 g. daily. If and when 
improvement occurred in either group the dose was 
halved. 

After 18 months’ treatment 15 of the 26 patients given 
hydroxychloroquine sulphate were asymptomatic, 5 
showed some improvement, and 6 failed to respond 
satisfactorily, 3 being unable to tolerate the drug. Of 
the 25 patients given chloroquine phosphate, 9 were 
free from symptoms after 18 months, 8 showed some 
improvement, and 8, including 6 who could not tolerate 
the drug, failed to benefit. The improvement was never 
dramatic and usually began between the third day and 
the fourth week of treatment. Side-effects in the 
hydroxychloroquine group included headache, blurring of 
vision, and, in 8 cases, symptoms of gastro-intestinal 
irritation. A maculopapular rash was observed in one 
case. About half the patients in the chloroquine group 
complained of headache or blurring of vision, while in 
2 others a skin rash developed, which in one instance 
disappeared after the drug was discontinued and in the 
other went on to exfoliative dermatitis. The authors 
conclude that hydroxychloroquine sulphate in combina- 
tion with other remedies has a place in the treatment of 
rheumatoid arthritis. William Hughes 


1280. Chemotherapy in Rheumatoid Arthritis: a Concept 
A. SCHERBEL, S. L. SCHUCHTER, and J. W. HARRISON. 
Cleveland Clinic Quarterly [Cleveland Clin. Quart.] 2A, 
105-115, April, 1957. 1 fig., bibliography. 

No single therapeutic agent consistently produces good 
results in rheumatoid arthritis, and the authors, holding 
the view that a combination of drugs is likely to be more 
effective, outline a programme of treatment which can 
be adapted to suit the individual case. Simple methods 
are tried out first, and sodium salicylate is given by mouth 
in doses up to 8 g. daily, supplemented, as are all the 
authors’ treatment regimens, by physiotherapy where 
indicated. Patients with more resistant disease are 


- admitted to hospital and an elaborate regimen instituted. 


Induction therapy is-by intravenous injection of cortico- 
trophin (ACTH) and nitrogen mustard [combined as 
described in Abstract 1276]. For maintenance therapy 
an antimalarial such as hydroxychloroquine sulphate in 
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a dosage of 600 mg. daily and prednisone, 3 to 6 mg. 
daily, are given. Once a week 10 units of ACTH is 
given intramuscularly. Iproniazid in a dosage of 50 mg. 
3 times daily is administered in cases of emotional 
instability and depression. More than 2,000 intra- 
articular injections of nitrogen mustard combined with a 
corticosteroid have been given locally without ill-effect. 
With this programme the incidence of side-effects is low 
and contraindications are few. Joint improvement was 
good or excellent in 233 of 254 patients who received 
the combined therapy over a period of 2 years. As the 
condition of the patient improved the dosage of the 
various drugs was reduced. The authors state that 
when improvement is maintained for 3 months on half 
the original dosage treatment may be discontinued. 
William Hughes 


1281. A Comparison of the Effects of Cortisone and 
Prednisone in Rheumatoid Arthritis 

C. P. Fincuw. Annals of Physical Medicine (Ann. phys. 
Med.) 4, 59-69, May, 1957. 8 refs. 


The trial described in this paper from the London 
Hospital was designed to test the claim that prednisone 
is approximately 4 times as potent, dose for dose, as 
cortisone in the treatment of rheumatoid arthritis. Both 
drugs were given by mouth to 8 patients with active 
rheumatoid arthritis as follows: cortisone, 200 mg. on 
the first day and 100 mg. daily thereafter for 9 days, 
when it was gradually withdrawn over the next 4 days; 
prednisone, beginning not less than 2 weeks later, 
50 mg. on the first day and thereafter 25 mg, daily 
for 9 days, when it was gradually withdrawn. In 4 cases 
cortisone was given first and in 4 prednisone. 

The response to each drug was assessed from its effect 
on the erythrocyte sedimentation rate (Westergren), joint 
swelling measured by means of a ring test, spontaneous 
pain, stiffness, subjective improvement, joint tenderness, 
strength of grip, and urinary excretion of steroids, these 
being assessed at the same time each day. Side-effects 
were few. 

The results, which were analysed statistically, appeared 
to confirm the view that prednisone is 4 times as potent 
as cortisone in an equal dosage. G. S. Crockett 


1282. Prednisone Alone and in Combination with Sali- 
cylates and Phenylbutazone in the Treatment of Rheu- 
matoid Arthritis 
W. D. Piatt and I. H. STernBerG. New England Journal 
of Medicine [New Engl. J. Med.) 256, 823-827, May 2, 
1957. 14 refs. 


At Springfield Hospital, Massachusetts, 16 patients 
with rheumatoid arthritis and one with disseminated 
lupus erythematosus were treated with prednisone, at 
first alone and subsequently combined with aspirin or 
phenylbutazone. Prednisone was given in a dosage of 
30 mg. daily‘at first, this being gradually reduced after 
a week to a “ minimal effective dose” ranging between 
5 and 20 mg. daily. Laboratory investigations and 
x-ray examinations were carried out before and during 
treatment, including a barium-meal examination every 
6 to 8 weeks. The duration of prednisone therapy varied 


from 6 to 16 months. In all the patients there was 
** major improvement ”’ in the first week, but the sub- 
sequent course varied accordingly to the maintenance 
dose given. After at least 4 weeks on a constant sub- 
optimal dose of prednisone, aspirin, in a daily dose of 
2-4 to 4 g., was added to the treatment regimen for 
2 weeks, followed by phenylbutazone, 400 mg. daily, 
also for 2 weeks. In 12 patients there was further relief 
of pain when the aspirin was added, and in 7 the dose 
of prednisone was reduced by at least 2-5 mg. In 10 
patients phenylbutazone also resulted in further relief of 
pain, this relief in 9 being greater than that achieved 
with aspirin; the dose of prednisone was reduced in 
8 cases, and in 6 of them it was lower than the dose 
of prednisone with aspirin. Phenylbutazone led to toxic 
effects in 3 patients—skin rash, gastric irritation, and 
duodenal ulcer respectively—and it was discontinued. 
Although toxic effects with prednisone were common, 
none was serious, and the authors conclude that the 
combination of prednisone and phenylbutazone is 
advantageous. K. C. Robinson 


1283. Changes in the Electrophoretic Behavior of 
Arthritic Synovial Fluid Components following Intra- 
articular Steroid Therapy 

D. Piatt, H. L. HOLiLey, and W. PIGMAN. Journal of 


Laboratory and Clinical Medicine [J. Lab. clin. Med.] 


49, 762-766, May, 1957. 14 refs. 


The authors, working at the University of Alabama 
Medical Center, Birmingham, Alabama, set out to study 
any changes in the synovial fluid which could be examined 
by electrophoretic methods before and after the intra- 
articular injection of steroid hormones. They were 
particularly interested in the behaviour of the hyaluronic 
acid component and wished to observe other separable 
components of synovial fluid. They were also desirous 
of testing previous work showing that in active rheu- 
matoid arthritis the joint fluid resembles blood serum 
in composition and that after intra-articular steroid 
therapy it reverts to normal, and if such changes were 
permanent. In 8 of 10 patients studied the relative 
mobility of hyaluronic acid decreased, in one it was 
unchanged, and in one it increased. The a,-globulin 
fraction showed little change, but the «2,8, andy globulins 
increased in relative mobility. 

It is concluded that the synovial fluid in arthritis 
resembles serum or plasma, probably as a result of 
increased permeability of the joint tissues. Even in a 
state of improvement as a result of intra-articular steroid 
therapy with minimal clinical signs of joint inflammation 
the fluid does not appear to return fully to normal, 
suggesting that steroids merely suppress the disease 
process and have little or no curative effect. 

Oswald Savage 


1284. Conditions Involving the Hemopoietic System 
Resulting in a Pseudorheumatoid Arthritis. Similarity of 
Multiple Myeloma and Rheumatoid Arthritis 

J. S. Davis, F. C. Weper, and H. BARTFELD. Annals 
of Internal Medicine [Ann. intern. Med.] 47, 10-17, July, 
1957. 2 figs., 11 refs. 
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COLLAGEN DISEASES 


1285. The Natural History of Systemic Lupus Erythe- 
matosus: an Approach to Its Study through Chronic 
Biologic False Positive Reactors. Interim Report 

J. E. Moore, L. E. SHULMAN, and J. T. Scotr. Journal 
of Chronic Diseases [J. chron. Dis.| 5, 282-289, March, 
1957. 6 figs., 3 refs. 


The authors of this paper from Johns Hopkins Uni- 
versity and Hospital, Baltimore, present a re-evaluation 
of the natural history of systemic lupus erythematosus 
(S.L.E.). The absence of any specific diagnostic feature 
of this disease, since the L.E.-cell phenomenon does not 
fully serve the purpose, makes such a periodic re- 
orientation necessary in their opinion. Their investiga- 
tions started from the observation, reported by Moore 


Lutz (J. chron. Dis., 1955, 1,297; Abstracts of World 


Medicine, 1955, 18, 408), that of 148 patients who gave 
chronic biological false positive reactions in standard 
\ipid-antigen serological tests for syphilis and were 
followed up for one to 20 years, 42°% eventually de- 
veloped verified or probable S.L.E. or rheumatoid 
arthritis. The number of patients under observation 
has now increased to 210 and a detailed statistical 
analysis of the data derived from their study is in pre- 
paration. In the meantime the authors present an 
interim statement of their general impressions. 

Consideration of the major clinical manifestations of 
5.L.E. leads them to conclude that the course of the 
disease is chronic, episodic, often relatively benign, 
and not necessarily fatal. No single manifestation is 
pathognomonic of S.L.E., episodes greatly differing in 
nature often succeeding each other over a period of 
many years separated by longer or shorter intervals, 
but together they may eventually prove sufficient to 
substantiate the diagnosis. The various clinical mani- 
festations are collected in a table, and details of 6 
illustrative cases are presented. 

The authors suggest that, as was the case with syphilis, 
another chronic, episodic disease of many years’ duration 
and protean manifestations, the natural history of S.L.E. 
will not be wholly elucidated until a satisfactory aetio- 
logical factor is discovered. Harry Coke 


1286. Pulmonic Manifestations of Systemic Lupus 
Erythematosus (SLE). Report of Five Cases ; 

E. M. Corpasco, J. R. HAserick, P. J. SkiRPAN, and 
H. S. VAN ORDSTRAND. Journal of Chronic Diseases 
[J. chron. Dis.] 5, 290-299, March, 1957. 6 figs., 
14 refs. 


From a series of 154 cases of systemic lupus erythe- 
matosus seen at the Cleveland Clinic, Cleveland, Ohio, 
between 1949 and 1955, 5 are reported which illustrate 
the preponderant respiratory manifestations encountered 
and the difficulties of diagnosis and therapy. Three of 
these cases were examined at necropsy. Great variability 
in the clinical findings, the radiographic appearances, and 
the histology is noted. The basophilic mucinous 
oedema in the connective tissue of the alveolar walls 
and in the perivascular and -peribronchial tissues, pre- 
viously described as a lesion unique to this disease syn- 

2c 


drome, was not found in any of the 3 cases examined 
post mortem. The finding of masses of fungi suggestive 
of the genus Aspergillus is noted and left unexplained. 
Treatment of the fundamental condition is recommended 
and steroid therapy is advocated, since antibiotics used 
alone in 2 cases failed to make any significant impression 
on the pathological processes. Of the 2 surviving 
patients, there were no abnormal findings in one at a 
follow-up 4 years and 9 months after initial admission 
and the other was similarly well, except for some oedema, 
one year afterwards. These patients are receiving main- 
tenance doses of corticotrophin (ACTH) and cortisone 
respectively. Harry Coke 


1287. Aspiration Biopsy of thé Kidney in Systemic Lupus 
Erythematosus 
R. A. Joske and J. L. Srupse. Medical Journal of 
Australia [Med. J. Aust.] 1, 347-352, March 16, 1957. 
8 figs., 48 refs. 


At the Royal’ Melbourne Hospita! aspiration biopsy - 
of the right kidney was performed, together with a battery 
of other tests, on 11 patients with systemic lupus erythe- 
matosus. The diagnosis in all cases was based on the 
clinical features and confirmed by the demonstration of 
L.E. cells in the peripheral blood. The 11 patients 
comprised 9 females and 2 males, their ages ranging from 
25 to 59 years. General symptoms of ill health, such 
as fever and loss of weight, were noted by all the patients, 


- aS were arthralgia or muscle pains. However, skin 


changes were present in only 6. None had chronic 
discoid lupus erythematosus. Nine of the 11 patients. 
were anaemic, and in 5 cases the Coombs test was positive. 
In 6 cases haemolysins or haemagglutinins were demon- 
strable in the blood. Erythrophagocytosis was demon- 
strated in 8 cases. The serum gamma-globulin content 
was elevated in 5 of 9 cases in which it was estimated. 
Some cardiovascular or renal involvement was present 
in all 11 patients, and 7 of them had persistent albumin- 
uria. 

Of the 11 renal biopsy specimens, 9 showed abnormal 
appearances, gross changes being present in 5. The 
most frequent change was a thickening of the walls of 
the glomerular capillaries by an eosinophilic material 
which had the histochemical characters of fibrinoid. 
In its minimal form this process appeared as small foci 
throughout the glomerulus, while the glomerular capil- 
laries remained patent. In some instances this produced 
the characteristic “‘ wire-loop’’ appearance. In more 
severely affected glomeruli the process was diffuse, the 
lobulation of the tufts was lost, the capillary loops were 
diminished, and the number of nuclei in the glomerulus 
appeared to be increased. In its most advanced form 
this process resulted in obliteration of the glomerular 
vessels and their replacement by a whorl of avascular, 
acellular tissue with the staining properties of fibrinoid. 
The number of glomeruli contained in the biopsy 
specimens varied from 4 to 39, the average being 22. 

The patients were followed up for periods varying 
from 6 months to 4 years. The “* keystone of treatment ” 
was oral cortisone (25 to 175 mg. daily). Progress in 
7 cases was good. A. Swan 
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1288. The Central Apparatus of Turning Movements. 
I. Ipsiversive Turning Movements Produced by Stimulation 
of the Direct Vestibulo-thalamic Pathway in the Brain 
Stem of the Cat. II. The Neuronal Apparatus of the 
Vestibular Corrective and Adversive Movements. (Die 
zentralen Apparate der Wendebewegungen. Ff. Ipsiver- 
sive Wendungen durch Reizung einer direkten vestibulo- 
thalamischen Bahn im Hirnstamm der Katze. II. Die 
neuronalen Apparate des vestibularen Korrekturwen- 
dungen und der Adversivbewegungen) 

R. HAsster. Archiv fiir~Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 194, 456-480, 1956. 
9 figs., and 481-516, 1956. 7 figs., bibliography. 


An analysis was made at the University of Freiburg 
of cinematographic and other records of experimental 
work on the cat carried out by Hess at the University of 
Ziirich in which stimuli were applied at approximately 
5,000 different sites in the brain and the resulting turning 
movements observed and recorded. The present author’s 
purpose was to correlate the various sites of stimulation 
with the movements produced in order to determine the 
morphological basis of these reactions and their physio- 
logical significance. The stimuli were applied to the 
diencephalon and mesencephalon of the unanaesthetized, 
freely moving cat with twin electrodes using pulsating 
direct current at a frequency of 8 per second. Coagula- 
tion was produced by diathermy; post-mortem material 
was stained with Marchi’s stain. 

It was found that ipsiversive turning movements 
followed stimulation of Forel’s bundle, including their 
thalamic endings, and of their origin in the pons, the 
fasciculus tegmenti dorsolateralis. Stimulation of the 
pontine and mesencephalic parts of this neuronal system 
caused an ipsiversive turning of the head which was soon 
followed by manége movement; on the other hand, 
stimulation of the thalamic parts of the system produced, 
as a rule, simple turning of the head without eye move- 
ments. 

In the second part of the investigation an attempt was 
made to analyse the site of turning movements occurring 
after the coagulation of certain areas in the brain stem. 
The dorsolateral bundle and Forel’s bundle, the near- 
threshold stimulation of which produces ipsiversive 
turning movements, are part of the unilateral ascending 
vestibulo-reticulo-thalamic pathway. Their fibres end 
partly in the reticular formation of the anterior mes- 
encephalon, partly in the nucleus ventralis intermedius 
thalami. After interruption of the pontine and mes- 
encephalic (rarely of the thalamic) parts of these path- 
ways spontaneous contraversive manége movement 
ensued on the opposite side, subsiding after a few days. 
The turning mechanism thus represents a continually 
acting force turning towards the same side, independent 
of the head position. Impulses arising from the thalamic 
parts of the system reach the effector apparatus via the 
vestibular cortical projection, caudal to the primary 


motor field; impulses from the mesencephalic parts 
descend through the reticular formation and, passing 
through many synapses, finally travel via the reticulo- 
spinal tract. The similarity of ipsiversive movements 
brought about by electrical stimulation of different areas 
in the brain stem and by stimulation of the labyrinth by 
rotation makes it possible that the pathway described 
has a vestibular function. 

At least four different types of contraversive turning 
movements (adversive movements) can be distinguished: 
(1) the optical grasping reaction, arising from the tectum 
opticum and its descending fibres; (2) contraversive 
manége movement, arising from the anterior thalamic 
nucleus, its cortical projections in general, and its special 
cortical projections in the angulate gyrus; (3) contra- 
versive movements arising from the caudate nucleus; 
and (4) contraversive manége movements arising from 
the region of the zona incerta. All the efferent fibres 
originating in the substrates of the contraversive move- 
ments cross in the anterior mesencephalon and, apart 
from the tecto-spinal tract, enter the reticular formation. 
The latter constitutes a common relay station for all 
kinds of turning movements, including eye movements. 
The efferent fibres of the reticular formation run to the 
reticulo-spinal tracts. The reticular formation renders 
possible the integration of the various mechanisms con- 
cerned with horizontal movements with the receptors of 
proprioceptive and other sensory information, parti- 
cularly from the neck region. W. Mayer-Gross 


1289. Glutamic-oxalacetic Transaminase and Lactic 
Dehydrogenase in Serum and Cerebrospinal Fluid of 
Patients with Neurologic Disorders 

G. A. FLEISHER, K. G. WAKIM, and N. P. GoLpsTEIN. 
Proceedings of the Staff Meetings of the Mayo Clinic 
[Proc. Mayo Clin.] 32, 188-197, April 17, 1957. 6 refs. 


The authors, having observed a definite relationship 
between experimental cerebral infarction and the activity 
of glutamic oxalacetic transaminase and lactic dehydro- 
genase in the cerebrospinal fluid (C.S.F ) of laboratory 
animals, studied these enzymes in 157 patients suffering 
from cerebral infarction and other lesions involving the 
central nervous system. The activity of glutamic oxal- 
acetic transaminase and that of lactic dehydrogenase 
were determined by spectrophotometric methods. The 
temperature during the enzyme reactions was 38° C. 
Phosphate buffers of pH 7-4 and 7-7 were chosen for the 
transaminase and dehydrogenase tests respectively. 
Activity was calculated in micromoles of substrate 
(a-ketoglutarate or pyruvate) converted in one hour by 
1 ml. of serum or C.S.F. Control values for these C.S.F. 
enzymes were obtained from 30 patients with functional 
nervous disorders; for control serum enzyme values a 
considerably larger number of suitable donors was 
available. 
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The findings demonstrated that the two enzymes can 
occur in the C.S.F. in a number of neurological diseases. 
No correlation could be observed between the activity 
of one or both enzymes and the protein content of the 
C.S.F. [For the tabulated results the original paper 
should be consulted.] The authors state that in a com- 
parison of “ the findings in clinical infarction in man 
with those of the experimental study in dogs it is note- 
worthy that in spite of very similar transaminase activity 
in the cerebral tissue of man and dog the experimental 
infarction led to a much greater and more consistent 
increase in the C.S.F. transaminase and also of the lactic 
dehydrogenase than the clinical condition. It is evident 
that carefully controlled experimental factors are difficult 
to match in a purely clinical investigation.” There was 
a significant increase in the transaminase activity in both 
C.S.F. and serum of the patients with cerebral vascular 
disease, head injury, degenerative disease of the central 
nervous system, and convulsive disorders. In cases of 
brain tumour only serum transaminase activity was 
significantly increased. The activity of C.S.F. lactic 
dehydrogenase was significantly higher in the cases of 
head injury, degenerative disease, and convulsive dis- 
orders, while the serum lactic dehydrogenase value 
remained within the normal range. 

J. MacD. Holmes 


1290. Electroencephalogram with Chromophobe Adeno- 
mata and Rathke Pouch Cysts: Modification by Asso- 
ciated Metabolic Disorder 

F. Bosettt and A. A. JEFFERSON. Electroencephalo- 
graphy and Clinical Neurophysiology [Electroenceph. 
clin. Neurophysiol.) 9, 275-290, May, 1957. 10 figs., 
18 refs. 


The authors, working at the Radcliffe Infirmary, 
Oxford, have studied the electroencephalographic (EEG) 
findings in 59 cases of chromophobe adenoma of the 
pituitary and in 17 cases of cyst of Rathke’s pouch 
(craniopharyngeoma). The patients (44 male and 32 
female) ranged in age from 18 to 71 years. A total of 
102 EEG records were reviewed. Records taken from 
most of the patients with chromophobe adenoma showed 
a 4- to 7-c.p.s. theta rhythm which was often asym- 
metrical; 10 of the remainder were normal, 9 were of 
low voltage throughout, and 3 showed generalized delta 
activity. In many such patients serial records were 
taken and it was often possible to demonstrate recession 
of the abnormal activity during treatment with cortisone, 
thyroid, or testosterone. Although similar theta dis- 
charges were occasionally seen in patients with a Rathke 
pouch cyst, records from these cases usually showed 
bilaterally synchronous and rhythmical delta discharge 
at 1-5 to 2:5 c.p.s., a type of abnormality which was 
found in only one case of chromophobe adenoma. The 
authors suggest that many of the EEG abnormalities 
commonly ascribed to pituitary tumour are probably 
caused by associated endocrine and metabolic dis- 
turbances; on the other hand the asymmetrical abnor- 
malities seen in some of these cases could probably be 
attributed to asymmetrical pressure upon structures at 
the base of the brain. The bilaterally synchronous acti- 


1292. Familial Occurrence of Cerebral S 


vity in patients with Rathke pouch cysts was probably 
due to pressure upon central structures in the thalamic 
and hypothalamic regions. John N. Walton 


BRAIN AND MENINGES 
Ophthalmologic Findings in Children with Cerebral 


Palsy 

W. S. ScHACHAT, H. M. WALLACE, M. PALMER, and 
B. Sater. Pediatrics [Pediatrics] 19, 623-628, April, 
1957. 5 refs. 


The authors report, from New York City Department 
of Health, the results of the ophthalmological examination 
of 98 children with cerebral palsy aged between 7 and 10, 
all with an I.Q. above 70. In 68% there was either an 
ocular defect or a refractive error, the incidence of both 
these defects being higher in the spastic group than in 
the athetoid. Thus 63% of the spastic group had ocular 
defects and 64% had refractive errors, compared with 
only 29% and 32% respectively of the athetoid group. 
The incidence of myopia (29°%) was also considerably 
higher in the whole series than in the general population. 
Esotropia and exotropia were the most frequent ocular 
defects (239% and 22% respectively). Only 2 children 
had frank paralysis of external ocular muscles, the 
superior rectus being involved in both cases, while 3 
children had optic atrophy of varying degree. 

The study confirms the high incidence of defects of 
binocular vision in children with cerebral palsy, but is — 
not necessarily typical of all children with this disorder, 
in that the present series was a selected one with regard 
to intelligence (I1.Q. 70+) and to degree of physical 
handicap (moderate to severe). J. Foley 


Paralysis 
in Combination with Eye Changes. (Uber familiares 
Auftreten cerebraler spastischer Lahmungen in Kom- 
bination mit Augenveranderungen) 

A. and E. PassweGc. Schweizerische medi- 
zinische Wochenschrift [Schweiz. med. Wschr.] 87, 601- 
607, May 25, 1957. 7 figs., 22 refs. 


From the University Paediatric Clinic, Basle, three 
families are described in which several children suffered 
from spastic paralysis of one or more limbs and also 
from eye lesions. In the first family there was con- 
sanguinity of the parents, and 4 out of the 7 children 
suffered from spastic paralysis and retinitis. In the 
second family, in which both parents were mentally 
defective, 2 half-brothers had optic atrophy and nystag- 
mus, one of them intracerebral calcification, and both 
showed signs of mild bilateral hemiplegia. In the third 
family a 5-week-old boy had a spastic right arm and 
optic atrophy, with porencephaly, while a brother showed 
increased reflexes in his left leg. 

From these findings the authors conclude that a heredi- 
tary factor plays a part in the aetiology of some cases of 
Little’s syndrome, other aetiological factors being birth 
injury and intra-uterine infection. The importance of 
establishing a centre in Switzerland where such cases 
can be treated is stressed. G. S. Crockett 
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1293. The Morbid Anatomy of Generalized Tic (Gilles 
de la Tourette). (Uber das anatomische Substrat der 
generalisierten Tic-Krankheit (maladie des tics, Gilles de 
la Tourette)) 

K. BALTHASAR. Archiv fiir Psychiatrie und Nervenkrank- 
heiten [Arch. Psychiat. Nervenkr.] 195, 531-549, 1957. 
5 figs., 32 refs. 


There are only 2 previous reports in the literature on 
the pathology of generalized tic, to which the present 
author adds a third. This case had been described by 
several previous authors as one of post-chorea distur- 
bance of motility, or of ‘‘ chronic persistent chorea ”’. 
The patient had suffered from the disease since the age 
of 3 and died at 42. The hyperkinesia increased with 
age and was very much influenced by emotional experi- 
ences. It included echolalia, obscene utterances, and 
craving for sensory stimulation of the skin. There were 
two types of anatomical change—abnormal density and 
smallness of the minor cells in the corpus striatum and 
evidence of a previous meningo-encephalitic process in 
the brain stem, including a small glial scar in the thalamus. 
The former is interpreted as due to retarded development 
and incomplete maturation of the striatal tissue. The 
number and density of the patient’s cells corresponded 
to those of a healthy child of one year. The meningo- 
encephalitis may have been responsible for the progres- 
sive hyperkinesia. W. Mayer-Gross 


1294. Introduction to the Study of Disturbances of 
Cerebral Hydration of Diencephalo-hypophysial Origin 
during the Acute Manifestations of Cerebral Trauma. 
(Introduction a l’étude des dyshydratations cérébrales 
d’origine diencéphalo-hypophysaire au cours des mani- 
festations aigués des traumatismes craniens) 

E. BeRNARD-WeiL and D. Petit-DUTAILLIS. Presse 
médicale [Presse méd.| 65, 1005—1008, May 29, 1957. 


This is a study of cerebral dehydration as a cause of 
acute symptoms in cases of injury to the brain. Pre- 
viously such cases were treated either by withholding or 
by giving electrolytes, depending on the nature of the 
disequilibrium to be corrected, but the present authors 
see the problem in a different light. Regulation of 
electrolyte levels in cells and plasma generally is mediated 
by renal filtration and reabsorption of those substances, 
these latter processes being controlled by the adrenal 
glands, which in turn come under the control of the 
pituitary—diencephalic system. Any organic or func- 
tional lesion of the diencephalon could therefore upset 
the whole mechanism. 

The grey matter of the brain itself contains 85°% of 
water. In 100 g. of fresh brain tissue there is 14-5 to 
17 ml. of extracellular fluid (E.C.F.) and about 62 ml. 
of intracellular fluid (I.C.F.). The cerebrospinal fluid 
is regarded as continuous with the E.C.F. The authors 
describe their methods of investigation in 30 such cases 
(of which 4 are described in detail), these including, in 


addition to the usual determinations in these cases, a — 


record of the blood plasma and erythrocyte electrolyte 
levels, a curve of the patient’s weight, and estimates of 
the total I1.C.F. and E.C.F. In estimating the existence 
and extent of dehydration the ratio between the plasma 


sodium content and erythrocyte potassium content was 
found to give valuable information. In acute cases the 
metabolic disturbances fall into two groups: (1) absolute 
or relative hyponatraemia with excess intracellular potas- 
sium (“ hyperkalicellulia’), and (2) the inverse hyper- 
natraemia with diminished cellular potassium content 
hypokalicellulia ”’). 

The first 2 cases described were examples of subdural 
haematoma in which epileptiform attacks were prominent 
features. Biochemical investigation showed a hypo- 
natraemia and hyperkalicellulia; in spite of surgical 
evacuation of the haematoma both patients died. A 3rd 
case, with similar biochemical findings, was treated with 
ACTH and there was rapid recovery. The 4th case was 
characterized by hypernatraemia, with cellular dehydra- 
tion and probably hypokalicellulia. Surgical interven- 
tion on two successive occasions relieved symptoms, but 
did not produce permanent improvement. However, 
treatment with posterior pituitary extract and atropine 
resulted in complete recovery. The authors, in discuss- 
ing the significance of their results, suggest that recurring 
haematoma in cases of this kind is secondary to the 
collapse of the dehydrated brain, and suggest that 
adequate biochemical investigation will lead to the 
correct diagnosis and proper treatment. 

William Hughes 


1295. Preliminary Trial of Hormone Treatment of the 
Disturbances of Cerebral Hydration Resulting from Recent 
Cranial Trauma and Their Sequelae. (Premiers essais 
de thérapeutique hormonale des dyshydratations céré- 
brales au cours des traumatismes récents du crane et de 
leurs sequelles) 

E. BERNARD-WeIL and D. Petit-DUTAILLIS. Presse 
médicale [Presse méd. 65, 1089-1093, June 12, 1957. 
4 figs., 38 refs. 


In this second study of disturbances of cerebral 
hydration [see Abstract 1294} the authors describe 5 
further cases to illustrate that certain subjective symp- 
toms and alterations in behaviour occurring some time 
after a head injury can be attributed to electrolyte and 
water disturbance, arising, presumably, from lesions in 
the diencephalon. The first patient, a man aged 34 
who was seen 2 months after the injury, suffered from 
headache, particularly in the erect posture, and recurrent 
emotional crises. Biochemical investigation showed an 
extracellular dehydration. After treatment with hydro- 
cortisone for 14 days supplemented by ACTH for a 
further 7 days recovery was complete. The second case 
was one of hemiparesis and aphasia persisting for 2 
months after a head injury. Biochemical findings showed 
a tendency to hyponatraemia, and the urinary keto- 
steroid excretion was low, suggesting adrenal deficiency, 
which in turn was believed to originate from a lesion in 
the diencephalon. Treatment with hydrocortisone and 
ACTH was followed by complete recovery. 

The authors go on to describe 2 cases in which the 
sequelae of cerebral trauma were due to the hyper- 
natraemic type of dehydration. In one of these the 
symptoms were aggravated by ACTH injections and 
relieved to some extent by administration of posterior 
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pituitary preparations. Inthe other case recovery ensued 
after treatment with a complicated regimen in which 
potassium chloride, cortisone, and posterior and anterior 
pituitary extracts were given. Altogether, among 19 
cases Of head injury with delayed symptoms the authors 
have found so far 9 in which these symptoms were due 
to electrolyte disturbances. They discuss at length the 
physiological and particularly the biochemical considera- 
tions involved in the elucidation of symptoms in such 
cases. As a practical measure they insist on the value of 
the ratio of plasma sodium to erythrocyte potassium 
content, which can be obtained rapidly from an examina- 
tion of the blood. This ratio will often enable a quick 
decision to be made about the nature of the dehydration 
found and its appropriate treatment. The medico-legal 
aspects of these findings are also briefly considered. 
William Hughes 


{296. Carotid Artery Surgery in the Treatment of 
Tumors of the Neck 

J. J. Contety. A.M.A. Archives of Otolaryngology 
|4.M.A. Arch. Otolaryng.| 65, 437-446, May, 1957. 
i0 figs., 8 refs. 


The risk involved in obliterating the common or 
internal carotid is much less in neurosurgical cases— 
about 10% mortality according to Dandy et a/.—than 
in cases of cancer, where the patients are older, often 
in poor condition, and the vessels have sometimes 
ulready been invaded. Recent work has shown that 
maintenance of improved circulatory physiology and 
blood-pressure levels can greatly lessen the danger in 
‘hese cases. A rough test of risk is the blood-pressure 
fall in the distal segment after ligation, a fall by 60 to 709% 
of the original reading suggesting that serious complica- 
‘ions are likely. If possible, a normal blood supply to 
the brain should be restored by suturing or grafting. 

In addition to trauma, aneurysm, and congenital 
defects, the present author accepts as indications for 
carotid surgery: (1) cancerous invasion of the artery; 
(2) carotid body tumours large enough completely to 
enmesh it; (3) rupture or threat of rupture of the internal 
or common carotid following irradiation or radical 
surgery. For carotid tumours, immediate repair is 
usually enough. If resection has to be done substitution 
of free vascular graft “‘is ideal”. In case of rupture 
of the vessel, especially in an infected bed, a free graft 
has little chance of success and ipsilateral anastomosis 
to the external carotid artery should be considered. 
Ligation should be used only when suturing or grafting 
are impossible. Several interesting cases are described. 
In one, the distal portion of the subclavian artery was 
successfully joined to the vertebral artery. The author 
also offers useful suggestions for protection of the vessels 
when extensive neck surgery is needed after irradiation 
or when flaps do not heal. F. W. Watkyn-Thomas 


1297. Cysticercosis Cerebri. A Diagnostic and Thera- 
peutic Problem of Increasing Importance 

J. C. Wuire, W. H. Sweet, and E. P. RICHARDSON. 
New England Journal of Medicine [New Engl. J. Med.]| 
256, 479-486, March 14, 1957. 4 figs., 20 refs. 


1298. Brain-stem Encephalitis. Further Observations on 
a Grave Syndrome with Benign 
E. R. Bicxerstarr. British Medical Journal [Brit. 


-med. J.| 1, 1384-1387, June 15, 1957. 3 figs., 3 refs. 


A total of 8 cases of a clinical syndrome of brain-stem 
encephalitis have been observed in the area of the 
Birmingham Regional Hospital Board since 1949. A 
prodromal period of one to 3 weeks of general 
malaise and headache was followed by gradual onset of 
drowsiness, vomiting, and ataxia. Ptosis, defective con- 
jugate eye movement, nystagmus, dysarthria, and other 
forms of cranial nerve palsy progressively developed to 
a stage of extreme gravity. A low-grade pyrexia was 
present in most cases.. There was only mild pyramidal 
or long-tract sensory disturbance; rio cardiac or respira- 
tory abnormality was found. The period of recovery 
varied from one to 17 months, during which temporary 
extrapyramidal rigidity, Parkinsonian tremor, emotional 
lability, or aggressive behaviour was sometimes ob- 
served. Agglutination tests gave negative results in the 
7 cases in which these were carried out, and the only 
notable findings on examination of the cerebrospinal 
fluid were a predominantly lymphocytic pleocytosis of 
10 to 153 cells per c.mm. in 5 cases and an increased 
protein content, of over 60 mg. per 100 ml., in 4 cases. 
There was a dramatic total recovery in 7 cases. Necropsy 
in the one fatal case revealed beading and swelling of 
the myelin sheaths and “ twinning” and swelling of 
astrocytes. 

The author observes that if this transient process of 
oedema was widespread throughout the brain stem it 
could cause a temporary suppression of function; he 
suggests that the disorder may be related to a systemic 
virus infection. I. Ansell 


1299. Seizures following Surgical Treatment of Intra- 
cranial Abscesses. A Clinical and Electroencephalo- 
graphic Study 

G. B. NortHcrort and B. D. Wyke. Journal of Neuro- 
surgery [J. Neurosurg.] 14, 249-263, May, 1957. Biblio- 
graphy. 

Of a series of 100 consecutive cases of cerebral abscess 
treated during the last 8 years at the Neurosurgical 
Centre of the London South-East Metropolitan Region 
(Brook Hospital, Woolwich), the abscess was supra- 
tentorial, that is, intracerebral, subdural, or both, in 77, 
and this group is here discussed in detail. In the great 
majority of the cases the treatment included repeated 
puncture of the abscess through burr-holes, aspiration of 
the pus, and the instillation of the appropriate antibiotic 
together with radio-opaque contrast medium. Anti- 
convulsant drugs were not given as a routine when 
patients were discharged from hospital. At the time of 
reporting 36 (55%) of the 65 patients with intracerebral 
abscess were still alive. 

The general incidence of seizures of all types after 
treatment of intracerebral abscess was 47%, and that 
after subdural abscess alone was 22°%.. Frontal abscess 
carried the greatest risk of seizure developing in the 
surviving patients, this site being followed by parietal, 
temporal, and occipital abscess, in that order. The risk 
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of subsequent development of seizures was uninfluenced 
by the nature of the organism, its mode of entry into the 
brain, the instillation of antibiotics or of contrast medium, 
and the occurrence or otherwise of seizures during the 
stage of acute infection or earlier in life. The incidence 
can be lessened by frequent aspiration of the abscess and 
instillation of antibiotics, and is lowest when treatment 
is begun after encapsulation has taken place, that is, at 
about 3 weeks. [The latter consideration does not imply, 
of course, that treatment should be delayed for this 
reason.] The peak period for the development of 
epilepsy was between 6 months and one year after surgical 
intervention. Electroencephalographic studies suggest 
that late development of seizures is the result of an 
extracapsular fibroglial reaction around the evacuated, 
sterilized abscess. As a consequence there are at the 
borders of the replacement scar varying numbers of 
surviving neurones with diminished blood supply and 
disordered metabolism. The authors consider it likely 
that the activity of these abnormal cells bears some 
‘relation to the production of seizures following recovery 
from a brain abscess. The further treatment of these 
cases is discussed and the need for a study of the late 
reactions of the brain to healing of an intracerebral 
abscess is urged. R. G. Rushworth 


1300. Listeria Meningitis, a Report of Eight Cases 

J. W. Deprick. American Journal of the Medical 
Sciences [Amer. J. med. Sci.] 233, 617-621, June, 1957. 
9 refs. 


1301. Ventriculo-subdural Drainage in Infantile Hydro- 
cephalus. Analysis of Early Results 

D. N. Forrest, K. M. LAURENCE, and G. H. MACNAB. 
Lancet [Lancet] 1, 1274-1277, June 22, 1957. 3 figs., 
3 refs. 


The authors describe their operative treatment for 
progressive infantile hydrocephalus, which consists in 
inserting a plastic drainage tube between the lateral 
ventricle and the supratentorial subdural space. The 
tube, which is illustrated, is made with a deeply grooved 
cover or button on the distal end to reduce the likelihood 
of blocking and has been designed with a self-retaining 
proximal end to prevent displacement; it can readily be 
suitably curved to the required shape and drains into 
the rim of the button. Early patterns of drain were 
made of polyethylene, but because blocking with fibrinous 
exudate occurred rather easily the material was changed 
to the more physiologically inert nylon. Still more 
recently polytetrafluoroethylene has become available 
and is now recommended as the most suitable material. 
The operative procedure consists in tapping the lateral 
ventricle to reduce the tension to atmospheric pressure 
and so open the subdural space, following which a small 
osteoplastic flap is made in the right posterior parietal 
region, the tube of the drain inserted into the lateral 
ventricle, and the button then placed in the subdural 
space. 

Of 70 cases of infantile hydrocephalus admitted to the 
Great Ormond Street and Westminster Children’s 
Hospitals, London, between October, 1954, and August, 
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1955, 20 were excluded from the study because the 
condition appeared to be static, 4 of the patients died 
before operation could be carried out, and 10 were 
excluded because of infection or gross thinning of the 
cerebral cortex. Of the 36 cases coming to operation 
the block appeared to be in the aqueduct in 5, in the 
fourth ventricle in 2, in the basal cisterns in 12, and was 
due to an Arnold—Chiari malformation in 15; in the 
remaining 2 cases the cause was unknown. As a result 
of operation the hydrocephalic process was arrested 
immediately in 13 cases and later in a further 5, and 
follow-up has shown that these 18 patients are still well. 
Of the remaining 18 operated on, 17 are dead and in 
one the condition is progressive. The cause of death 
was progression of the hydrocephalus in 7 cases, infec- 
tion, vascular thrombosis, or operative causes in 6, and 
the result of unrelated causes in 4. It was noted in the 
unsuccessful cases that drainage was obstructed by 
fibrosis around the button in the subdura, obliteration 
of the subdural space, or the formation of a membrane 
in this space, for which low-grade infection or the 
presence of blood was probably responsible. Follow-up 
studies included repeated measurements of the head, 
estimation of ventricular pressure and, in a few cases, 
tests by a dye-excretion technique. Brodie Hughes 


1302. Use of Hypothermia in Non-vascular Intracranial 
Tumours 


J. M. INGuis and E. Turner. British Medical Journal 
[Brit. med. J.) 1, 1335-1337, June 8, 1957. 2 figs., 
6 refs. 
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1303. Origin, Spread and Neurosurgical Treatment of 
the Psychomotor Type of Seizure Discharge 

J. F. Kenprick and F. A. Gipss. Journal of Neuro- 
surgery [J. Neurosurg.] 14, 270-284, May, 1957. 7 figs., 
34 refs. . 


Of 75 psychotic patients who had been ill for 5 to 
20 years and who were referred to the Neurosurgical 
Unit of the Manteno State Hospital, Illinois, 13 had 
psychomotor epilepsy, and 62 were classified as severely 
psychotic and possible candidates for psychosurgery. 
Electroencephalographic recordings were made from the 
scalp, the surface of the brain, and also from the depths 
of the brain substance by means of Grass multi-needle 
electrodes. The recordings from the scalp revealed 
anterior temporal, temporal, and frontal spikes in all of 
the 13 frank epileptics and in 28 of the psychotics without 
epilepsy. But at operation spikes were recorded from 
the frontal or temporal lobes or both in 74 of the 75 
patients. In some cases very high-voltage activity 
occurred in the mesial surface of the temporal lobe and 
in the mesial orbital cortex of the frontal lobe which 
was not apparent in scalp recordings. Conversely, spike 
activity seen in scalp electrodes sometimes disappeared 
after the skull was opened and the temporal lobe exposed 


or needled. Multiple independent foci in the temporal - 


lobe were common in patients with psychomotor epilepsy, 
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and the mesial surface of the lobe was the commonest 
site of focal discharging. 

It had been expected that patients with schizophrenia 
but without epilepsy could be used as a control group, 
but the authors found that a high percentage of the 
preoperative electroencephalograms in these patients also 
showed spike-like patterns, in almost 50% a clearly 
defined spike focus being found in the anterior temporal 
region or in the frontal areas. Depth recordings showed 
that the commonest sites of an independent discharge 
were in the mesial orbital cortex of the frontal lobe and 
the mesial temporal lobe. ‘“‘ Strychnine spike studies ”’, 
carried out on 34 patients, indicated that there was a 
close functional interrelation between the mesial tem- 
poral and the mesial orbital frontal cortex—areas which 
are frequently involved in patients who have severe 
psychiatric disorders. R. G. Rushworth 


1304. Nydrane in the Treatment of Epilepsy 
L. R. Rosinson. British Medical Journal (Brit. med. J.] 
1, 1099-1101, May 11, 1957. 2 refs. 


At Purdysburn Hospital, Belfast, the recently intro- 
duced anticonvulsant “‘ nydrane” (N-benzyl-8-chloro- 
propionamide) was administered to 11 male patients who 
were having frequent epileptic fits and who had proved 
refractory to ordinary medication. It was given in 
addition to their usual anticonvulsants, which were con- 
tinued throughout the trial. Initially 1-5 g. was given 


daily, this dosage being then increased over 3 weeks 
to 3-5 g. daily; the treatment was continued for 5 months. 
Of the 11 patients, 8 showed improvement, but in 3 cases, 


the number of convulsions increased. There was no 
change in the electroencephalographic patterns. Lack 
of toxicity was noteworthy, the only significant side- 
effects of the drug being nausea and diarrhoea in a few 
patients in the early stages. The drug produces a sub- 
jective feeling of well-being and tends to counteract 
depression. R. G. Rushworth 


PERIPHERAL NERVES 


1305. Paralytic Sciatica. (Sciatique paralysante) 

S. De Séze, J. GuittAume, R. DesproGes-GOTTERON, 
S. H. JURMAND, and M. Maitre. Semaine des hépitaux 
de Paris [|Sem. Hép. Paris] 33, 1773-1796, May 10, 1957. 
29 figs. 


The authors, working at the H6pital Lariboisiére, 
Paris, have studied 100 cases in which sciatica was com- 
bined with motor paralysis (“‘ paralytic sciatica ”’). 
Cases of compression of the cauda equina by prolapsed 
intervertebral disks were excluded, as also were cases 
of sciatica with minimal paresis. These cases were 
encountered among about 10,000 cases of sciatica. No 
special relation to age, sex, or history of trauma was 
noted. The onset of the condition was usually in the 
form of severe pain, which was followed by the onset of 
paralysis within 4 days in half, and within 3 weeks in 
the remainder, the pain then being relieved. The para- 
lysis appeared to affect the Sth lumbar root principally 
in 91% of the cases, resulting in a stepping gait with 
slapping foot. The antero-lateral group of muscles 


was affected, but somewhat unequally, sparing of the 
tibialis anterior often being noted, no doubt due to the 
large contribution from the 4th lumbar root to its motor 
supply. In the remainder paresis appeared to be mainly 
in the distribution of the Ist sacral root. Certain dis- 
crepancies were encountered, however, which sometimes 
made it difficult to identify the roots involved. One 
root only was affected in 59 cases and multiple roots in 
the remainder. The distribution of pain could not be 
assessed with certainty in 20°; in 50° the pain was of 
LS distribution and in 16% S1. Both these roots were 
involved in 12 cases and L4 and 5 in 2 cases. Sensory 
loss in small areas was found in only 64 cases, one root 
being involved in 34 cases and multiple roots in 30. 
The ankle-jerk was always absent in cases with motor 
involvement of S1 only, often in those involving S1 and 
L5, and occasionally in those involving L5 only. 

All cases were followed up for 2 years. The paralysis 
was cured in one-third, improved in one-third, and 
remained stationary in the remainder. Pain was cured 
in 32 cases, relieved in 15, and persisted in 13 cases. 
Certain atypical cases were noted, such as those with 
only slight pain and a rapid onset of weakness, those 
with a different root distribution of pain and weakness, 
those with aberrant weakness and atypical signs, and 
recurrent forms. 

Of 38 cases operated on, a prolapsed intervertebral 
disk was found in 35, though in 3 of these compression 
of the root was due not to the disk but to abnormalities 
of the bone or fibrous capsule, as it was in one other 
without a prolapsed disk. In the remaining 2 cases a_ 
large venous plexus was found in contact with a con- 
gested nerve root. While prolapse of an intervertebral 
disk would thus appear to be the cause of most, if not 
all, cases of paralytic, as of non-paralytic, sciatica, the 
pathogenesis of the condition is impossible to explain 
on the simple basis of root compression since both 
anterior and posterior roots are involved. On the basis 
of anatomical investigations the authors conclude that 
the sudden onset of paralysis in certain cases of sciatica 
can best be explained as being due to ischaemia caused 
by compression of the radicular artery by a prolapsed 
disk. This would seem also to afford a reasonable 
explanation of the severity of the pain and the occasional 
finding of bilateral or contralateral motor deficit. 

Patients treated conservatively were cured or greatly 
relieved in 63°% of cases and those treated surgically 
in 54°%%. However, only the more severely affected cases 
were Operated on, and after removal of a disk recovery 
was more rapid and complete than with conservative 
treatment, provided the operation was performed within 
one month of the onset. It is considered that if the 
paresis is of long standing (more than 3 months) then. 
the possibility of improving the vascularity of the root 
or cord by disk removal is slight and conservative therapy 
is advisable. Brodie Hughes 


1306. Sensory Neuropathy in Diabetes Mellitus. [In 
English] 

F. D. BosANquet and R. A. HENSON. Folia psychiatrica, 
neurologica et neurochirurgica Neerlandica [Folia psychiat. 
(Amst.)} 60, 107-117, April, 1957. 12 figs., 20 refs. 


1307. Diagnostic Value of Blood Pressure Responses in 
Psychiatric Patients 

R. B. SLoane, D. J. Lewis, and P. SLATER. A.M.A. 
Archives of Neurology and Psychiatry [A.M.A. Arch. 
Neurol. Psychiat.] 77, 540-542, May, 1957. 8 refs. 


At the Bethlem Royal and Maudsley Hospitals and 
the University of London the authors studied the blood- 
pressure response to adrenaline and to methacholine in 
21 schizophrenics (average age 35 years), 22 patients 
suffering from endogenous depression (average age 48 
years), and 25 with neuroses (average age 31 years). 
The results were scored according to 11 variables based 
on the blood-pressure response curve. The difference 
between the depressive patients and the schizophrenics 
was “* quite large ’’, the former showing a slower blood- 
pressure rise in response to intravenous administration 
of adrenaline and a greater and longer fall in response 
to intramuscular injection of methacholine. In schizo- 
phrenics as distinct from the neurotics there was a marked 
secondary rise in blood pressure following the initial 
fall after methacholine. 


With the variable scoring it was found that measure- 


ments fell into three clear groups, the variables cor- 
relating closely with others in the same class but very 
little, or actually negatively, with the variables in 
other classes. This, the authors state, is promising for 
diagnostic purposes, particularly in distinguishing be- 
tween schizophrenia and depression and between schizo- 
phrenia and neurosis. E. H. Johnson 


1308. Physique and Mental Breakdown in Young Adults 
R. W. PARNELL. British Medical Journal (Brit. med. J.] 
1, 1485-1490, June 29, 1957. 7 figs., 11 refs. 


The frequency of different types of physique has been 
determined among patients suffering from mental break- 
down and healthy control subjects, all being less than 
30 years old. A 3-numeral phenotype index, corres- 
ponding roughly to Sheldon’s photoscopic somatotype 
index, was obtained directly from physical measurements 
of fat (endomorphy), muscularity (mesomorphy), and 
linearity (ectomorphy), entered during clinical interview 
on to a new type of deviation chart (“* M.4 ”’), this method 
having the advantages over the photoscopic method of 
consistency, objectivity, and economy. [The original 
paper should be consulted for details.] . 

Among 208 consecutive male Oxford University 
students referred for consultant psychiatric opinion a 
significant preponderance of linear build with propor- 
tionately more fat than muscle was found (Phenotype Lf, 
Sheldon’s endomorphic ectomorphs). A preponderance 
of more muscular build, especially Type Mf (endo- 
morphic mesomorphs), was noted in the control series 
of 405 males. 

The distribution of phenotypes among women was 
carried out by the same method, though since photo- 
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scopic standards for women have not yet been published 
the distributions may require some correction. A series 
of 227 young female patients also showed a significant 
preponderance of the Lf phenotype, while a control 
group of 671 healthy female students showed a pre- 
ponderance of Type Fm, corresponding to the prepon- 
derance of Type Mf in the male series. The incidence of 
breakdown was about average in sector FI. 

The argument from the numerical data is presented in 
detail, and weight variation for a given age is discussed 
in relation to both types of sample. J. L. Standen 


1309. Postpartum Mental Illness. A Controlled Study 
M. Founpeur, C. Fixsen, W. A. TRIEBEL, and M. A. 
Wuite. A.M.A. Archives of Neurology and Psychiatry 
[A.M.A. Arch. Neurol. Psychiat.| 77, 503-512, May, 
1957. 11 refs. 


Post-partum mental illness was studied in 100 patients 
admitted to the New York Hospital (Westchester Division) 
between 1944 and 1952, another group of 100 patients 
matched for age and date of admission in whom child- 
birth was not a precipitating factor serving as controls. 
Comparison of the psychiatric diagnoses showed a 
significant difference between the two groups, but on 
further study this difference was found to be largely due 
to the greater number of psychotic personality types in 
the control group—that is, women whose life adjustment 
would probably exclude them from experiencing marriage 
resulting in childbirth. When this general type was 
excluded there was no difference between the two groups 
in the proportion of patients suffering from schizophrenia, 
manic-depressive illness, and psychoneurosis. The 
authors note that this finding is at variance with that of 
other workers, and they explain this on the basis of a 
change in diagnostic criteria and a reduction in the 
incidence of toxic manifestations. They cite references 
to the literature in which it is suggested that there are 
more cases of post-partum mental illness among members 
of the Jewish race than among others, but their findings 
did not support this view. 

A study of previous mental history did not reveal any 
significant difference between the number of previous 
attacks of mental illness in the post-partum group and 
that in the control group, approximately 30 in both 
groups having had an earlier attack. This lends sup- 
port to the view that post-partum mental illness “‘ is not 
a unique illness ’’, nor is it merely an abnormal reaction 
to motherhood in an otherwise normal woman. It was, 
however, found that both the duration of onset and the 
duration of stay in hospital were shorter in the post- 
partum group than in the controls. This difference, 
however, was modified to some extent by the larger 
number of discharges against advice in the former group. 

A follow-up questionary sent to relatives of patients 
in the post-partum group after an average interval of 
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47 months showed apparent recovery in 57 and a “ fair 
level of adjustment in a further 15”. There was no 
significant difference between the progress of schizo- 
phrenics and that of other patients with dementia. It is 
of interest that almost one-half of the patients in the 
post-partum group had the mental illness in association 
with a second or later child, not with the first. 
E. H. Johnson 


1310. Radioisotope Study of Thyroid Function in 21 
Mongoloid Subjects, Including Observations in 7 Parents 
G Kur.anp, J. FisHMaAn, M. W. HAmo.sky, and 
A. S. FREEDBERG. Journal of Clinical Endocrinology and 
Metabolism [J. clin. Endocr.| 17, April, 1957. 
17 refs. 


A detailed investigation of eae function in 21 
mongols and 7 of their parents is reported from Harvard 
University Medical School, Boston. It was found that 
in the mongols the 24-hour thyroidal uptake and urinary 
excretion of radioactive iodine (1311) gave low normal 
values, but did not differ significantly from those in a 
group of 23 euthyroid controls of the same age. Serum 
cholesterol and serum protein-bound iodine levels were 
normal; so also was .the ratio of plasma butanol- 
extractable 131] to total plasma 13!J. On the other hand 
the effective half-life or turnover rate of 1311 by the 
thyroid was significantly faster in the mongols than in 
the euthyroid controls. These observations might be 
explained by increased peripheral utilization of the 
thyroid hormone, but in the 2 mongoloid subjects so 
studied there was a normal turnover time of plasma 
thyroxine. The abnormal findings are regarded as con- 
sistent with the theory that thyroid function in such 
individuals resides in only a small portion of the gland 
which is working at an increased rate to maintain a 
normal blood level of hormones, a theory supported 
by the histological studies of Benda. In addition it was 
found that there was an increased erythrocytic uptake 
of triiodothyronine, the values being at levels previously 
found in thyrotoxicosis. This is held to suggest that 
there may be some alteration of the plasma-protein— 
thyroid-hormone complex or a plasma factor affecting the 
tissue uptake of thyroid hormone. 

In the 7 parents studied 6 months to 13 years after 
the birth of a mongoloid child no abnormality of thyroid 
function was observed. A. Gordon Beckett 


1311. The Outcome of Revulsion Therapy with Disulfiram 
in 594 Alcoholics. (Devenir de 594 buveurs ayant subi 
des cures de dégoiit par le disulfiram) 

A. Requet, C. NACHIN, and M. L. BARRAuT. Journal 
de médecine de Lyon [J. Méd. Lyon] 38, 411-414, 
1957. 6 refs. 


The authors report the use of revulsion therapy at the. 


Psychiatric Hospital, Le Vinatier, France, in the treat- 
ment of 594 alcoholics (mainly manual workers) as out- 
patients during 1949-55. There were 141 “ habitual 
drinkers * with no particular psychiatric symptoms and 
453 “* psychiatric drinkers’. In the latter group there 
were 126 isolated persons—bachelors, divorced and 
separated husbands, and widowers—18 of whom were 


aged 20 to 30, 46 aged 30 to 40, and 62 more than 40; 
in these cases good results were much more rare than in 
the remainder, 80°% relapsing and becoming lost to 
follow-up within one year. 


Treatment conditions were standardized, disulfiram - 


being the only drug used except in rare cases in which 
apomorphine was added. Drug treatment was pre- 
ceded by exhaustive psychiatric interviews and was con- 
current with occupational therapy. Follow-up lasted 
at least a year, and several years in many cases, the same 
doctor and social worker being in touch with the patient 
from admission to the end of follow-up. The results 
were assessed at the end of one year and again after 2 to 
5 years ; the criteria adopted are defined. 

The proportions of good results in the two groups 
were similar, the figure for both together being 40% 
after one year. Among 199 patients followed up for at 
least 5 years the figure after one year was 46%, after 
2 years 36%, and after 5 years 33°%. Thus the incidence 
of relapse is highest during the first year and is still con- 
siderable during the second year after treatment. Close 
follow-up for at least 2 years is therefore necessary, and 
contact should be maintained for as long as possible 
afterwards, since the alcoholic is never completely cured 
and even after several years’ abstinence is unable to 
drink in moderation. 

The poor prognosis of the isolated alcoholic can be 
improved only in the case of those younger patients who 
can still count on their family for support and of those 
others who are well integrated into a social group. 
Membership of an after-care organization (such as the 
Association Indépendante d’Entraide Sociale in France), 
providing a friendly environment where the patient can 
discuss his problems freely with fellow-patients and with 
a social worker and doctor who knows him, is indispen- 
sable in these cases. John C. Kenna 


1312. The Electroencephalogram in Schizophrenic Syn- 
dromes. (L’électroencéphalogramme dans les syndromes 
schizophréniques) 

P. BOoRENSTEIN and M. DapBaAH. Annales médico- 
psychologiques [Ann. méd.-psychol.] 115, 477-498, March, 
1957. 4 figs., 25 refs. 


Electroencephalograms (EEGs) were recorded in 131 
typical cases of schizophrenia, the duration of the 
psychosis varying from several months to 30 years. 
Examples of all the subgroups of schizophrenia were 
included, but atypical cases were excluded. In the 
majority of cases the effects of hyperventilation and of 
photic stimulation were recorded. 

The EEGs were classified into four groups: (1) 34 
showed a pure alpha rhythm; (2) 71 contained alpha 
activity with some theta components (both these groups 
were accepted as within normal limits); (3) 17 records 
contained alpha and beta activity with sharp waves, 
only 3 of these being obtained from patients with cata- 
tonic schizophrenia; (4) 9 records contained “‘ choppy ” 
activity. No EEG pattern specific to schizophrenia was 
detected, nor was there any correlation between the EEG 
pattern and the type of schizophrenia, the age of the 
patient, or the duration of the illness. 
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Twelve patients also suffered from typical epileptic 
attacks which appeared to be unrelated to the psychosis. 
In only 2 of these was the EEG characteristic of epilepsy. 


L. G. Kiloh 
TREATMENT 
1313. Clinical Evaluation of Meratran and Frenquel on a 
Chronic Psychotic Population 


B. S. Rosner, L. B. FieRMAN, and J. F. KRAMER. 
American Journal of Psychiatry [Amer. J. Psychiat.} 113, 
993-996, May, 1957. 8 refs. 


A comparative investigation of the effects of ‘* mera- 
tran (pipradrol) and frenquel (a-(4-piperdyl)-benz- 
hydrol hydrochloride) in 63 male psychotics at the 
Veterans Administration Hospital, West Haven, Con- 
necticut, is reported, The ages of the patients ranged 
from 29 to 67 years (average 61 years) and the duration 
of stay in hospital from 2 to 44 years (mean 32 years). 
Each drug was given for a period of 6 weeks, pipradrol 
in a dosage of 6 mg. daily and frenquel in a dosage of 
120 mg. daily, appropriate placebos being given for the 
same length of time. Of the 63 patients, 46 had schizo- 
phrenia, 13 general paresis, and 4 alcoholic psychosis. 
Progress was assessed during the last 2 weeks of each 
treatment period, the Multi-dimensional Scale for Rating 
Psychiatric Patients of Lorr, Jenkins, and Holsopple and 
the Hospital Adjustment Scale of McReynolds, Ballachey, 
and Ferguson being used. Each patient acted as his own 
control. 

Administration of frenquel did not result in any 
statistically significant changes in behaviour. Pipradrol 
appeared to increase social withdrawal and irrespon- 
sibility, but it failed to decrease depression or to increase 
activity; in some patients it aggravated perceptual dis- 
tortion, but in a few it counteracted hallucinations and 
disorientation. G. de M. Rudolf 


1314. An Evaluation of Promazine Hydrochloride in 
Psychiatric Practice 

S. Lesse. American Journal of Psychiatry [Amer. J. 
Psychiat.| 113, 984-987, May, 1957. 3 refs. 


A study is reported from the Presbyterian Hospital 
and the College of Physicians and Surgeons, New York, 
of the value of promazine hydrochloride as a tranquilizer 
in 50 psychiatric patients (36 females aged 28 to 75 
years and 14 males aged 35 to 72 years). The diagnoses 
were: schizophrenia in 22, agitated depression in 15, 
psychoneuroses in 11, and severe acute organic mental 
reactions in 2. The majority of the patients had been 
ill for less than 4 months, although in one instance signs 
and symptoms had been present for 21 years. The initial 
daily dose of promazine varied from 50 to 600 mg., 
the ultimate maximum daily dose being 1,000 mg. The 
author states that in his experience if no significant 
benefit occurs with a dose of 600 mg. no improvement 
is likely with higher doses. All the patients were 
treated for at least 2 weeks, the longest period being 
4 months. In only 2 cases was it necessary to terminate 
treatment because of adverse side-effects—aggravation 
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of a schizophrenic condition in one and a maculopapular 
rash in one. Other side-effects were fewer and less 
severe than those caused by chlorpromazine. 

The results were “‘ excellent or good” in 17 of the 
50 patients; in the remainder there was slight benefit or 
none at all. The drug was most effective in patients 


-with marked overt anxiety; it was of more benefit in 


acutely ill patients than in those who had been ill for 
6 months or more. Sex and age of the patient did not 
appear to influence the results. G. de M. Rudolf 


1315. Chlorpromazine and Chronic Neurotic Tension 

J. Merry, R. A. Parcirer, and H. Munro. American’ 
Journal of Psychiatry [Amer. J. Psychiat.] 113, 988-990, 
May, 1957. 5 refs. 


The authors attempted to assess the value of chlor- 
promazine in chronic neurotic tension states, selecting 
for this purpose only those patients in whom the diag- 
nosis had been made independently by 2 psychiatrists. 
Of 21 patients included in the trial, 10 received chlor- 
promazine in a dosage of 150 to 300 mg. daily and 11, 
who served as controls, received an inert substance. 
After a rest period in hospital of about one week, during 
which no sedatives or hypnotics were given, all the 
patients were again interviewed. They were then sub- 
jected to several psychological tests including: (1) 25 
additions of 10 one-digit numbers and (2) 3 “ write-a- 
story” tests, it being expected that there would be a 
bigger decrease in the total time taken for the additions 
in the experimental group than in the controls and that 
a decrease in tension would result in a decrease in 
latency time and an increase in speed of construction 
and length and richness of the story. The tests were 
given to 8 patients in each group. No side-effects were 
observed. 


There was not very good agreement between the. 


clinical assessment and the results of the psychological 
tests—or among the tests themselves—as regards which 
patient showed most tension initially and most improve- 
ment. Patients given chlorpromazine did not benefit 
more than those given the inert material. 

G. de M. Rudolf 


1316. The Occurrence of Epileptic Fits in Leucotomized 
Patients Receiving Chlorpromazine Therapy 

D. W. Lippect and N. Journal of Neuro- 
logy, Neurosurgery and Psychiatry [J. Neurol. Neurosurg. 
Psychiat.) 20, 105-107, May, 1957. 10 refs. 


1317. Use of Hyaluronidase in Insulin Coma Therapy 
J. C. HoLpEN and O. L. McGurnness.. British Medical 
Journal (Brit. med. J.] 2, 85-86, July 13, 1957. 4 refs. 


Hyaluronidase is an enzyme which reduces the viscosity 
of the intercellular ground substance of the mesenchyme 
and can therefore increase the speed of absorption of 
parenterally injected substances. The possible usefulness 
of hyaluronidase in the insulin coma treatment of schizo- 
phrenic patients was studied at Winwick Hospital, 
Warrington, Lancashire, 42 patients being given two- 
thirds of their usual coma dose of insulin combined 
with 500 Benger units of hyaluronidase. Of the 42 


s 
a 
t 
I; 
t 
f 
t 
I 


. 
Pa 
wit 
glu 
col 
in 
q 
4 of 
| 
col 
sh 
a 
4 the 
ex 
4 13 
of 
W 
Ps 
fre 
ar 
wl 
a be 
a 
in 
af 
th 
he 
cl 
ti 
vi 
ir 
le 
st 
je 
b 
1 
t] 
j ‘ 


expected. 


PSYCHIATRY 


patients, 26 responded as expected; they went into coma 
with the smaller dose, experienced fewer disturbances 
during induction, and recovered more rapidly after 
glucose administration. In all patients there was a more 
consistent daily response to insulin and a significant fall 
in the incidence of such after-effects as headache, dizzi- 


ness, malaise, and inertia. The time required for onset 


of coma remained unchanged. No reduction in the 
number of patients who required interruption of the 
coma or the number who suffered from hypoglycaemic 
shock was noted. 

The authors suggest that hyaluronidase should be 
given as a routine in insulin coma therapy, even although 
the benefits were not as marked and uniform as had been 
F. K. Taylor 


\ 


1318. Frontal Lobotomy 1936-1956. A Follow-up Study 
of 3000 Patients from One to Twenty Years 

W. FREEMAN. American Journal of Psychiatry [Amer. J. 
Psychiat.) 113, 877-886, April, 1957. 9 figs., 4 refs. 


A study is reported of 600 patients subjected to pre- 
frontal lobotomy and followed up for at least 5 years 
and 2,400 subjected to transorbital lobotomy, half of 
whom were followed up for at least 4 years, the object 
being to assess the social adjustment of the patients as 
a whole rather than the effect of operation on the 
individual. The patients were divided into two groups: 
(1) State hospital patients, for whom full follow-up data 
after discharge were not available; and (2) private 
patients, whose status after discharge was assessed under 
the headings “employed”, “ keeping house”, 
home’’, and “in hospital”’. Patients in both groups were 
classified according to the reaction at the time of opera- 
tion—namely, schizophrenic, affective (essentially in- 
volutional), and psychoneurotic. 

In general, antisocial behaviour was rare, there being 
only one “ accidental ’” homicide and very few financial 
irregularities or sex crimes. In 300 of the patients 
lobotomy was carried out more than once, with sub- 
stantial benefit in about one-third of them. Mortality, 
both immediate and subsequent, and the incidence of 
convulsive seizures were rather lower after transorbital 
than after prefrontal lobotomy. Private patients sub- 
jected to the prefrontal operation did not, as a group, 
become stabilized for 2 years; “* thereafter, up to the 
10-year period there was remarkable stability’, the 
patients showing relapse being largely balanced by those 
showing belated improvement. After 5 to 10 years in 
this group, 70°% of the schizophrenics, 80°% of those with 
involutional disorder, and 90°% of the psychoneurotics 
were “‘ functioning out of hospital’’. Private patients 
subjected to transorbital lobotomy became stabilized 
after one year; and over the 6-year period following 
operation 80°% of the schizophrenics and over 90°% of 
the involutional and psychoneurotic patients were out 
of hospital. The author points out, however, that the 
latter type of operation tends to be performed earlier in 
the illness. In State hospital patients the corresponding 
figures were only about one-half of those recorded for 
the group of private patients [perhaps a different type of 
patient]. The author shows clearly that the longer the 
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period in hospital before operation the less likely be- 
comes the possibility of release. The prognosis in 
psychosurgery is thus held to rest more on this factor— 
the duration of stay in hospital—than upon any other. 
A. C. Tait 


1319. Prognosis and Pentothal Induced Electroencephalo- 
graphic Changes in Electro-convulsive Treatment. An 
Approach to the Problem of Regulation of Convulsive 
Therapy 

M. Rot, D. W. K. Kay, J. SHAw, and J. GREEN. 
Electroencephalography and Clinical Neurophysiology 
[Electroenceph. clin. Neurophysiol.| 9, 225-237, May, 
1957. 6 figs., 7 refs.. 


The authors, working at Graylingwell Hospital, Essex, 
have attempted to correlate the amount of slow activity 
which appears in the electroencephalogram (EEG) 
recorded under thiopentone anaesthesia in patients 
receiving electric convulsion therapy (E.C.T.) with the 
outcome of the depressive illness for which the treatment 
was instituted. A series of 41 cases of unequivocal 
endogenous depression were studied; each patient 
received a set course of 6 or 7 treatments, with more in 
some cases, treatment being continued until it was 
judged that the optimum state had been reached. The 
patients were assessed clinically before treatment, imme- 
diately after completion of the course, and 3, 6, and 
12 months afterwards. An EEG was recorded before 
treatment and within the fourth hour after each con- 
vulsion in every case; a resting record was taken for 
5 minutes on each occasion, then 3 minutes of over- 
breathing was carried out, and finally 5°% thiopentone 
was injected at a rate of 1 ml. in 15 seconds with a 5- 
second pause between each ml. When the patient 
closed his eyes a further dose of 1 ml. was given at the 
same rate. Further records were taken with this tech- 
nique once a week for 3 weeks after completion of 
treatment. The authors measured and counted all delta 
waves of an amplitude of 50 microvolts or more which 
appeared in these records and estimated the “‘ per cent 
time delta activity’. This was found generally to rise 
to a peak value at the end of a course of 7 treatments 
and to wane gradually thereafter. However, the shape 
of the curve and the peak value reached showed a wide 
range of variation in different individuals for identical 
courses. Patients with peak values of less than 40% 
showed significantly higher relapse rates than those with 
values above this figure; it was found that cases attaining 
values of only 35°%% or below were unlikely to recover. 

Discussing their findings in detail the authors give 
reasons for suggesting that E.C.T. probably acts by 
disturbing the thalamo-frontal connexions and its tem- 
porary effect is in this respect comparable to the per- 
manent interruption of these pathways which is achieved 
by leucotomy. John N. Walton 


1320. Doxylamine: a New Compound for the Symp- 
tomatic Treatment of Schizophrenia 

J.T. FerGuson. Journal of Nervous and Mental Disease 
[J. nerv. ment. Dis.] 124, 377-380, Oct., 1956 [received 
Aug., 1957]. 1 fig., 11 refs. 
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Dermatology 


1321. Deficient Water-binding in Pathologic Horny 
Layers 
P. Fiescu and E. C. J. Esopa. Journal of Investigative 
Dermatology [J. invest. Derm.] 28, 5-13, Jan., 1957. 
1 fig., 13 refs. 


The authors, at the University of Pennsylvania, Phila- 
delphia, have studied the water-soluble components of 
cornified epithelium. These components, which con- 
stitute 21% of the horny layer, may play a part in the 
pathogenesis of scaling skin diseases, such as psoriasis, 
and these may result from deficient metabolism in the 
non-keratinous portion of the cell and not from anom- 
alous keratinization. * A marked decrease in the water- 
extractable components -of psoriatic scales has been 
described, and the present authors found that of all the 
scales they examined, only those in psoriasis showed the 
combination of a low water-extractable amino nitrogen 
content with a high sulphydryl content. 

E. W. Prosser Thomas 


1322. Acute Porphyria and Coproporphyrinuria following 
Chloroquine Therapy. A Report of Two Cases 

M. J. Davis and D. E. VANDER PLogeG. A.M.A. Archives 
of Dermatology [|A.M.A. Arch. Derm.]| 75, 796-800, June, 
1957. 17 refs. 


A case of acute intermittent porphyria following 
chloroquine therapy was reported by Linden ef al. in 
1954 (Calif. Med., 81, 235). In this paper from Brooke 


‘Army Hospital, Fort Sam Houston, Texas, 2 cases of 


acute porphyria and coproporphyrinuria are described 
in detail. 

A 35-year-old man with a history of heavy consump- 
tion of alcohol was given 0-5 g. of chloroquine daily in 
the treatment of lupus erythematosus of the scalp. 
Three days after treatment started, nausea and anorexia 
developed and the patient began to pass red urine. 
Investigation showed a marked excess of coproporphyrin 
and uroporphyrin in the urine, but when chloroquine 
was withdrawn the urinary content of porphyrin gradually 
decreased. Biopsy of the liver revealed chronic cirrhosis 
of the Laennec type and liver function tests showed 
hepatic insufficiency, but the results of these tests became 
normal in 3 weeks. 

A 49-year-old man was admitted to hospital com- 
plaining of nausea, vomiting, abdominal pain, and dark 
urine, these symptoms and signs having first ‘become 
manifest 24 hours after starting treatment with chloro- 
quine (0-5 g. daily) for an acute light sensitivity reaction. 
He was a fairly heavy consumer of alcohol and gave a 
history of previous treatment for syphilis and jaundice. 
Initially the urine contained a marked excess of copro- 
porphyrin, but no porphobilinogen or uroporphyrin. 
There was a rapid relief of symptoms on cessation of 
chloroquine therapy, but follow-up examination was not 
possible. 
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The authors review the literature on chloroquine 
toxicity. They consider that their first case was probably 
an example of the mixed type of hepatic porphyria occur- 
ring in a patient with long-standing liver disease. The 
episode of hepatic insufficiency was probably precipitated 
by the chloroquine. The second case was clinically one 
of porphyria cutanea tarda, even though uroporphyrin 
was not found in the urine at the time. They suggest 
that in all patients suffering from sun sensitivity or 
hepatic disease the urine should be examined for the 
presence of porphyrin before chloroquine therapy is 
begun. Benjamin Schwartz 


1323. Pathophysiological Investigations of Neuro- 
dermatitis. (Pathophysiologische Untersuchungen bei 
der Neurodermitis) 

W. BiaicH and H. NIERMANN. Hautarzt [Hautarzt] 8, 
243-247, June, 1957. 3 figs., 21 refs. 


The autonomic nervous system of 50 patients with 
neurodermatitis was investigated at the University Skin 
Clinic, Miinster. Sweating in response to general body 
heating was delayed in most of patients as compared 
with normal control subjects. Local insensible sweating 
of the unaffected skin was reduced, and the ability of 
the skin to neutralize alkalis was retarded in 50% of the 
cases; this was thought to be a further indication that 
sweating is reduced. In 10 of the patients observation 
of the response to the subcutaneous injection of 0-5 ml. 
of 1:1,000 adrenaline, as manifested by changes in the 
pulse, blood pressure, blood sugar level, and total and 
differential leucocyte count, showed that these changes 
were less than those normally seen. From these findings 
it is concluded that the autonomic nervous system in 
patients with neurodermatitis is labile, with an apparent 
preponderance.of its parasympathetic division. 

G. W. Csonka 


1324. The Types of Tubercle Bacilli in Lupus and 
Scrofulodermia 

A. S. GrirritH. Journal of Hygiene [J. Hyg. (Lond.)| 
55, 1-26, March, 1957. 12 refs. : 


The material for the first part of this study of the 
types of tubercle bacilli in skin lesions was taken from 
204 patients (94 males and 110 females) with lupus 
vulgaris. The age distribution was 2 to 71 years, but 
90% of the patients were under 15 years. Of 152 for 
whom such information was available the disease had 
started on the face or neck in 79, arms in 34, legs in 31, 
and other sites in 8. For cultural purposes skin with 
lupus nodules, scrapings from lupoid patches, or pus 
from lupus nodules treated with copper sulphate oint- 
ment were used. Of the cultures of tubercle bacilli 
obtained from the 204 patients, 102 strains showed the 
cultural characteristics of human tubercle bacilli and the 
other 102 those of the bovine type of bacillus. 
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Details are given of virulence tests carried out on 
numerous animals, an enormous amount of work having 
been done. The general conclusion is drawn that tuber- 
culosis of the skin is often associated with the presence 
of human or bovine tubercle bacilli of attenuated 
virulence, such strains being rarely found in other forms 
of tuberculosis of man. Reasons are given for the 
belief that the attenuation of a high proportion of lupus 
strains is due to residence in the skin; no other tissue 
of the body seems to have this particular effect. 

The second part of the study covered 60 patients with 
scrofulodermia, from 38 of whom bacilli of the human 
type and from 22 bacilli of the bovine type were culti- 
vated. 

[This long and careful report is based on one prepared 


_ by the author before his death in 1941 for publication in 


the Special Report Series of the Medical Research Council. 
His work on strains of tubercle bacilli had extended 
over 30 years.] S. T. Anning 


1325. The Viral Aetiology of Verruca Vulgaris 

P. PULLAR and T. CocHRANE. Scottish Medical Journal 
[Scot. med. J.] 2, 189-199, May, 1957. 12 figs., biblio- 
graphy. 

At Glasgow Royal Infirmary the authors studied 400 
warts (excluding plantar warts) removed from 164 patients 
over the age of 8 years. The lesions were of two types 
—hypertrophic and inclusion—the former being by far 
the more common. Warts of the inclusion type occurred 
mainly on the palmar aspect and were deep-seated. 
Intranuclear inclusion bodies were observed in 33 patients 
with warts of this type. These inclusion bodies were 
single, circular, with a diameter of 10 ~ or more, and 
were markedly eosinophilic. They were found princi- 
pally in the cells of the stratum Malpighii. 

Attempts were made to cultivate a virus from both 
types of wart by placing fragments on the chorio-allantoic 
membrane of the developing egg, but no lesions suggestive 
of virus multiplication were observed. R. Hare 


1326. The Thermoregulatory Reflex in Patients with 
Psoriasis. pedrexc y 

F. I. Kotpakov. Becmuux Jepmamoaoeuu u Benepo- 
aozuu [Vestn. Derm. Vener.] 8-14, No. 2, March-April, 
1957. 3 figs. 


The thermoregulatory reflex was studied in 90 cases 
of psoriasis and 30 healthy control subjects, and repeated 
observations were made on 6 healthy subjects and 25 
patients with psoriasis during and after their treatment. 
The method, which is described in detail, consisted in 
recording the general and local body temperature 
serially before, during, and after the application of heat 
to one palm. 

Of the patients with psoriasis, 91°% showed disturbances 
of the reflex in the form of an abnormal degree of rise 
in temperature, thermoasymmetry, abnormal reactions 
such as a fall in temperature after the application of heat, 
or an abnormally slow return of the temperature to 
normal after withdrawal of the stimulus. These thermo- 
regulatory disturbances were not stable. They did not 


depend upon the age or sex of the patient or the duration 
or location of the psoriasis, but solely upon the stage of 
the disease. They were severe in the acute stages and 
tended to diminish with improvement of the clinical 
picture. 

The author considers that these findings support the 
hypothesis that psoriasis is of neurogenic aetiology. 

H. Makowska 


1327. Treatment of Lupus Erythematosus with Chloro- 
quine. Therapeutic Results and a Comparison of the 
Value of Chloroquine and Mepacrine 

J. V. CHRISTIANSEN. British Journal of Dermatology 
[Brit. J. Derm.] 69, 157-168, May, 1957. 4 figs., 14 refs. 


A comparative investigation of the effects of mepacrine 
and chloroquine in the treatment over a 2-year period 
of 137 patients with chronic lupus erythematosus is 
reported from the Finsen Institute, Copenhagen. 
Chloroquine was found to be preferable for a number of 
reasons. It did not cause discoloration of the skin and 
side-effects were fewer and less severe than with mepa- 
crine. Therapeutic results were better with chloroquine, 
but with both drugs relapse. was frequent. Relapse was 
not prevented by a low maintenance dose of chloroquine. 

John T. Ingram 


1328. Animal Experiments into the Virus Aetiology of 
Mycosis Fungoides. (Tierexperimentelle Untersuchungen 
zur Virusatiologie der Mycosis fungoides) 

V. Apias. Archiv fiir klinische und experimentelle Der- 
matologie [Arch. klin. exper. Derm.] 204, 345-360, 1957. 
13 figs. 


Having found that an infective agent (? virus) could 
be grown on the chick chorio-allantoic membrane from 
material removed from 2 patients with mycosis fungoides, 
the author now reports, from the University Skin Clinic, 
Erlangen, the changes observed in 8 white mice which 
received intraperitoneal inoculation of the infected mem- 
brane. None of the animals died during the 4 to 7 
weeks’ observation period, though they became listless 
and some developed an enlarged abdomen and 4 which 
were killed at 4 weeks showed enlargement of the spleen 
and liver. Histologically there was focal proliferation 
formed by at least five different types of cell in the spleen, 
liver, lungs, bone marrow, kidneys, and the heart. In 
addition there was a diffuse proliferation of similar cells 
in these organs. 

It is thought that the process starts in the connective 
tissue surrounding the vessels, though the parenchyma 
of the liver and kidney also appeared to be directly 
affected. The majority of cells taking part in the re- 
action were histiocytes which were markedly polymorphic 
in character. It is concluded that the cells originated 
from the reticulo-endothelial system as a reaction to the 
infecting agent. A small control group of mice which 
were inoculated with normal chorio-allantoic membrane 
showed none of these changes. It was found possible 
to transfer the infective agent back on to the egg mem- 
brane from the diseased spleen of one of the infected mice. 
It is noteworthy that there were no lesions in the skin 
of the animals. G. W. Csonka 
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1329. Late Sequelae of Haemolytic Disease of the New- 
born. (OtmaneHHbie mocnencTBHA 
60ne3HH 

V. A. J/7eOuampua [Pediatrija] 17-22, No. 6, 
June, 1957. 14 refs. 


Infants suffering from haemolytic disease of the new- 
born may be classified into two groups: (1) those in 
whom severe jaundice appears within the first 24 hours 
and increases in intensity; and (2) those in whom 
anaemia is the chief symptom, the jaundice being rela- 
tively slight and appearing only after about 48 hours. 
It is in the first group that organic changes in the central 
nervous system (C.N.S.) are often found, indicating that 
it is the toxic effect of bile and not the anaemia which 
causes these changes. Damage to the C.N.S. may result 
in physical and“ mental retardation, disturbances of 
respiration (arrhythmia or bradypnoea), insomnia, rest- 
lessness, athetoid movements, tonic muscular contrac- 
tions with opisthotonus, or lowered muscular tonus. 
Deafness, optic atrophy, and inability to hold the head 
up until the age of 2 or 3 are often found, and there 
may be habitual pyrexia. 

To avoid the development of kernicterus it is essential 
to institute early treatment in the form of exchange 
transfusion with Rh-negative blood. Every mother 
should be tested for Rh factor, and those with Rh- 
negative blood should be under strict supervision through- 
out their pregnancies, periodical examination for the 
appearance of antibodies being carried out. The con- 
finement should take place in an institution where the 
infant can receive exchange transfusion immediately after 
birth if jaundice is present. On discharge from the 
maternity hospital the infant should be under continuous 
supervision by a paediatrician and neurologist. 

L. Firman-Edwards 


1330. Listeriosis in the Newborn 
K. F. Grrarp and W. F. Gavin. Journal of Pathology 
and Bacteriology [J. Path. Bact.) 74, 93-102, 1957. 


- 1 fig., 18 refs. 


After a brief review of the literature on listeriosis of 
the newborn the authors, writing from Dalhousie Uni- 
versity, Halifax, Nova Scotia, first describe the general 
features of the disease. The onset may be up to 13 
days after birth and the condition often affects premature 


babies, who show cyanosis and dyspnoea, some skin 


eruption, jaundice, and an enlarged liver. There is 
commonly a _ polymorphonuclear leucocytosis and 
albuminuria, and the causative organism, Listeria mono- 
cytogenes, may be found in the blood or the cerebro- 
spinal fluid (C.S.F.). The C.S.F. protein content is 
increased and that of sugar decreased. 

They then report 4 cases of the disease, 3 of which 
were fatal. The four strains of L. monocytogenes 
obtained from these cases and the four Paterson Type 


strains were used to prepare O and H antigen suspensions 
(the method is described in detail) and to prepare immune 
sera. Biochemical reactions, pathogenecity tests, and 
the pathological and laboratory findings in mice and 
rabbits are described. The organisms were sensitive to 
all the tetracyclines and also to most of the broad- 
spectrum antibiotics, while 3 of the 4 strains from the 
cases were also sensitive to penicillin. By the use of 
immune sera prepared with the four Paterson strains the 
four cases were identified as being of serological Type IV, 
Seeliger Subtype (b). Cultures of vaginal and naso- 
pharyngeal smears from the mothers of the affected 
infants were negative for L. monocytogenes when tested 
7 to 14 days post partum. Tests of the mothers’ sera 


_ against the four type strains showed that the mother of 


one of the infants who died had a much higher titre 
against Type-I Listeria than against her own baby’s 
Type IV. 

In view of this finding the sera of 100 pregnant women 
were therefore tested against Listeria Types I and IV, 
O and H suspensions (the titres are given). This showed 
that 82°%% of the sera agglutinated Type I, H suspension, 
but only 4 agglutinated Type IV, H suspension, and 
only one of these agglutinated Type IV, O suspension. 
The titres against Type IV were all lower than those 
against Type I. Cultures of cervical and vaginal smears 
from all the women whose sera gave positive agglutina- 
tion were negative. These findings suggest that Type-I H 
agglutinins are widespread and that they do not neces- 
sarily represent the result of antigenic stimulation to 
Listeria. In the discussion it is reported that in the last 
2 years 7 cases of listeriosis have been seen at the Halifax 
Public Health Laboratory. Pregnancy in some way 
seems to predispose to Listeria infection. F. Hillman 


1331. A Clinical Study of the Abdominal Skin Reflexes 
in Newborn Infants 

O. K. HARLEM and A. LONNUM. Archives of Disease in 
Childhood [Arch. Dis. Childh.] 32, 127-130, April, 1957. 
28 refs. 

Believing that abdominal reflexes are present in the 
newborn baby despite some contrary opinion expressed 
in the literature [well reviewed here], the authors, working 
at Rikshospitalet (University of Oslo), have carefully 
examined 200 healthy full-term infants aged 2 hours to 
7 days, half being aged between 2 and 4 days. The baby 
was placed on a nursing table in a quiet, warm room, 
handled by a trained nurse, and examined by Monrad- 
Krohn’s technique in which a blunt needle is stroked 
along the costal margin in the supra-umbilical, umbilical, 
and infra-umbilical regions. The typical response, 
which was found to be present in all the infants, is a 
segmental, homo- and unilateral deviation of the linea 
alba, of the same character as in adults but more exten- 


sive and with a wider reflexogenous zone. The trunk © 


curves to the stimulated side due to contraction of the 
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rectus abdominis and homolateral erector trunci muscles. 
This may be followed by flexion on the homolateral side 
or in both legs resembling the pathological flexion reflex, 
but of shorter latency and duration. 

The reflexes were more difficult to elicit in uneasy 
infants or in those whose skin was dry or abdomen 
distended. Lack of patience or including the procedure 
as part of a more general examination may also readily 
cause the reflexes to be missed. The nature of the reflex 
is discussed, and the authors conclude that if the pyra- 
midal tract is really essential, some fibres must function 
from birth. There is need for further clinical and 
experimental study to clarify the relationship between 
ihe abdominal reflexes, the pyramidal tract, and other 
structures of the central nervous system. 

A. White Franklin 


1332. Appendicitis and Enterobiasis in Children. A 
Histological Study of 691 Appendices 

F. Duran-JorDaA. Archives of Disease in Childhood 
|Arch. Dis. Childh.] 32, 208-215, June, 1957. 16 figs., 
7 refs. 


The preparation with formol-vapour fixation of 691 
appendices demonstrated the relationship of Enterobius 
vermicularis with the different appendicular structures. 
A double migratory phase in the life cycle of Enterobius 
vermicularis is postulated—from the lumen into the organ 
in the larval stage, and from the organ into the lumen 
when the nematode has reached full maturation after 
passing through the stage of moulting. 

The incidence of enterobiasis in 300 in-patient children 
has been analysed, dividing the results into three age 
groups. Parasitosis was present most often in girls of 
primary school age. These figures were compared with 
the incidence of enterobiasis in appendicitis in similar 
age groups. As the ova of Enterobius vermicularis show 
a primary fluorescence the use of a mercury vapour lamp 
as a source of light can be used with advantage for their 
detection.—[Author’s summary. ] 


1333. Duodenal Ulcers in Children 
H. M. GoipBerG. British Medical Journal (Brit. med. J.) 
1, 1500-1502, June 29, 1957. 2 figs., 8 refs. 


A series of 20 cases of duodenal ulcer in children aged 
7 to 15 years, which were seen at Booth Hall Hospital, 
Manchester, over a recent 5-year period, is presented. 
In all cases the ulcer was of the primary type. The 
presenting symptom was pain in 14 and haematemesis 
in 5; one patient was admitted with a perforated ulcer. 
The history varied in duration from 24 years to one day, 
with an average of 10 months. There were three 
phases in the course of the disease—acute, atypical, and 
typical—and cases representative of each phase are 
described. Haematemesis, which might be massive, was 
more common than melaena. In 2 cases the ulcer per- 
forated. The diagnosis was established beyond doubt 
only by a barium-meal examination, the fractional test 
meal being of little help. The author states that demon- 
stration of the niche of a duodenal ulcer in children is 
difficult, but some bulbar deformity can usually be shown. 
All the patients except the 2 with a perforated ulcer were 
successfully treated medically during childhood and 


adolescence. Psychological evaluation of these patients 
is incomplete, but the author has noted that two of the 


most important precipitating causes of ulcer are the 


death of a parent and worry over school examinations. 
The prognosis appears to be good. J. M. Smellie 


1334. Coarctation of Aorta Presenting as Cardiac 
Failure in Early Infancy 


-J. J. Kempton and D. J. Waterston. British Medical 


Journal [Brit. med. J.) 2, 442-444, Aug. 24, 1957. 
15 refs. 


An account is given of 4 cases of coarctation of the 
aorta presenting as cardiac failure in early infancy. 
In each case resection was carried out after medical 
treatment. There was one death; the remaining 3 
children have done well. The history and presenting 
features in each case are described in detail in order to 
show the importance of the recognition of early symp- 
toms and signs in those babies who may appear to be 
cases of mechanical feeding difficulty or chest infection. 

The management of these and similar cases is pre- 
sented as a combined responsibility—[Authors’ sum- 
mary.] 


1335. Massive Spasms 

D. CuHao, F. M. Taytor, and R. DRUCKMAN. 
Journal of Pediatrics [J. Pediat.] 50, 670-678, June, 1957. 
13 refs. 


The clinical features of massive spasms of infancy and 


childhood are described and 5 illustrative cases are 


reported in this paper from the Methodist Hospital and 
Baylor University College of Medicine, Houston, Texas. 
The spasm consists in a sudden convulsive body contrac- 
tion, usually with flexion of the trunk and limbs but 
occasionally with extension. Drowsiness may follow a 
severe attack. Precipitating factors include infections, 
sudden noises, heat, feeding, and the twilight state 
between sleep and wakefulness. Attacks are most fre- 
quent between the age of one month and 6 months, 
tend to be recurrent, and may be associated with mental 
deterioration, impaired motor development, and, less 
frequently, hemiparesis, choreoathetosis, and nystagmus. 
The electroencephalogram may show bursts of generalized 
slow waves, shifting spike foci, or spike-and-wave 
foci. Pneumoencephalography often shows cerebral or 
cortical atrophy or both. Sometimes severe cerebral 
damage of pre-, peri-, or postnatal origin appears to 
be the underlying cause of the attacks. The prognosis 
is good, but over 15% of patients have associated 
generalized, focal, or akinetic seizures. Intellectual 
impairment usually persists. The differential diagnosis 
is from intestinal colic, an exaggerated Moro reflex, 
myoclonic epilepsy, and brain-stem herniation. In the 
authors’ experience “‘ gemonil”’ (“‘ metharbitone ”) and 
mebaral” (methylphenobarbitone) have proved to be 
the most effective drugs in the treatment of massive 
spasms, but some other drugs such as “ dilantin” 
(phenytoin), phenobarbitone, phenurone”’ (phenyl- 
acetylurea), ‘“‘milontin” (phensuximide), and “ tri- 
dione ”’ (troxidone) have occasionally been useful, 
Marcel Malden 
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1336. ‘* The Limp Child ”’ 

J. N. WALTON. Journal of Neurology, Neurosurgery and 
Psychiatry [J. Neurol. Neurosurg. Psychiat.| 20, 144- 
154, May, 1957. 42 refs. 


The author has previously reported (Lancet, 1956, 1, 
1023; Abstracts of World Medicine, 1956, 20, 312) a 
follow-up of 109 cases in which a diagnosis of amyotonia 
congenita had been made. In a considerable number of 
cases the diagnosis ultimately proved to be incorrect; 
in 67 the disease process was clearly one of: spinal 
muscular atrophy and a variety of conditions accounted 
for 25 others. There remained 17 patients, of whom all 
but 2 were examined personally. They were all limp, 
** floppy’ children who showed a marked delay in 
reaching the physical milestones of increasing muscular 
activity. Eight of these recovered completely at some 
time between the Sth and 15th years, while the others 
improved to some extent, but showed evidence of per- 
sisting muscular disability. This syndrome is described 
as “ benign congenital hypotonia”. Electrical testing 
of affected muscles showed no evidence of peripheral 
neuropathy. Electromyographic changes were sug- 
gestive of a myopathic disorder, but muscle biopsy in 
6 cases showed no abnormality. It is suggested that 
this is a distinct clinical syndrome resulting from a 
congenital neuromuscular abnormality of varying 
severity. The recognition of these cases is important 
mainly in regard to prognosis. Hugh Garland 


1337. Congenital Haemolytic Jaundice in Four Brothers. 
6paTbes) 

N. S. Kistyak. /7eduampua [Pediatrija] 83-84, No. 6, 
June, 1957. 7 refs. 


An account is given of 4 brothers who all suffered 
from congenital haemolytic jaundice (spherocytosis) and 
who were treated by splenectomy. The mother of these 
patients and one of her sisters suffered from Banti’s 
syndrome, and had also undergone splenectomy. 

In 1953 the condition in the eldest brother was diag- 
nosed as “ thrombopenic splenomegaly ”’ and the spleen 
was removed, but he died of postoperative shock. The 
notes on this patient, then aged 11, showed that his 
** corpuscular osmotic resistance ’’ was between 0-52 and 
0-44 and he had spherocytosis, so that it is evident that 
he had the same disease as that later discovered in his 
3 brothers. In April, 1954, the second boy, then aged 8, 
was seen by the author, and was found to have a haemo- 
globin value of 12%, a blood colour index of 0-6, micro- 
spherocytosis, and splenomegaly. He was treated first 
with repeated small blood transfusions, and 3 months 
later was subjected to splenectomy, with good results. 
Two other brothers, aged 6 and 4 respectively, whom the 
mother regarded as healthy, were found to have the 
disease and also underwent splenectomy. Although it 
is well recognized that this is a familial disease, its 
appearance in all 4 children of one generation is remark- 
able. 

{It seems possible that the mother and her sister also 
had the disease, though apparently they were not investi- 
gated on this occasion.] L. Firman-Edwards 
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1338. Early Symptomatology and Diagnosis of Acute 
Leukaemia in Children. (PaHHaa cumntTomaTonorua 
OCTporo y meTeH) 

G. S. MUKHAMEDZYANOVA. /7eQuampua_ [Paediatrija] 
7-11, No. 6, June, 1957. 3 figs. 


The leucoses are less uncommon in children than was 
believed 50 years ago, and there have been indications 
of an increased morbidity in the last 15 years. The 
present observations are based on investigations of 90 
cases of acute leukaemia at the Institute of Pediatrics, 
Moscow. 

The age distribution of leukaemia shows sharp varia- 
tions, the two peak age periods being from 3 to 6 and 
from 9 to 12 years. There is also a seasonal variation 
in onset, the peak months being March and September. 
The presenting symptoms may be very varied and fre- 
quently give rise to mistakes in the early diagnosis; in 
descending order of frequency, they are as follows: 
(1) lymphadenopathy; (2) pains in the bones and joints 
and swelling of joints, simulating rheumatism; (3) acute 
tonsillitis; (4) weakness and lethargy; (5) haemorrhagic 
manifestations; (6) nausea, lung inflammations, head- 
ache, necrotic manifestations, and continuous pyrexia. 
Important points in the early diagnosis are careful 
history-taking, frequent blood counts, and sternal marrow 
examination. The presence of immature leucocytes in 
the peripheral blood film should always arouse suspicion 
of a leucosis, even if the haemoglobin value and total 
leucocyte count are normal. L. Firman-Edwards 


1339. The Mental Prognosis in Hypothyroidism of 
Infancy and Childhood. A Review of 128 Cases 

D. W. SmitH, R. M. BLizzarpD, and L. WILKINs. 
Pediatrics [Pediatrics] 19, 1011-1022, June, 1957. 6 figs., 
36 refs. 

During the 20-year period 1935-55 a total of 128 
infants and children suffering from hypothyroidism have 
been seen and followed up at the endocrine clinic of the 
Harriet Lane Home, Johns Hopkins Hospital, Baltimore. 
There were 3 clinical groups: (I) 79 infants with severe 
congenital cretinism, diagnosed within 6 months of 
birth; (ID 32 infants with mild congenital cretinism in 
whom the diagnosis was made after the age of 6 months; 
and (III) 17 children aged 2 to 12 years with acquired 
hypothyroidism. Desiccated thyroid (U.S.P.) was given 
in a dose of 60 to 75 mg. per day to infants under the 
age of 18 months and up to 180 mg. per day to older 
children; with these dosages the patients became 
euthyroid as judged by clinical response, rate of bone 
growth, and blood cholesterol level. The intelligence 
quotient of patients in Group I was 90 or above in 
only 15°% and less than 50 in 41°%; in Group II it was 
90 or over in 41°; in Group III it was 90 or over in 76%. 
Symptoms and signs of neurological impairment—for 
example, spasticity, incoordination, and tremor—were 
present in 26 (33%) of the patients in Group I, but in 
none of the other patients. Cerebral impairment was 
greatest in patients showing the features of cretinism 
early in life and in those who did not receive adequate 
thyroid therapy. Radiological bone changes indicate 
that in some patients the lack of thyroid hormone 
begins in utero. R. M. Todd 
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1340. The Role of Genetic Factors in the Development 
of Athyroidal Congenital Myxoedema. (Le rdle des 
facteurs génétiques dans le développement du myx- 
cedéme congénital athyréotique) 

M. BERNHEIM, J. CHAMBRON, R. UZAN, and M. BERGER. 
Annales d’endocrinologie [Ann. Endocr. (Paris)| 18, 10-33, 
Jan.—Feb., 1957 [received June]. 1 fig., 6 refs. 


The genetic factors in the development of athyroidal 
congenital myxoedema (non-goitrous cretinism) were 
studied in 50 children (11 boys and 39 girls) with this 
disease who had attended one of the children’s medical 
services at Lyons, France. In 17 of these there was no 
measurable fixation of a dose of radioactive iodine (1311) 
given by mouth, almost complete elimination of a dose 
of 131] in the urine within 5 days, and no development of 
organic compounds of 13!J in the serum; 17 had no 
measurable fixation of 1311, but some organic compounds 
of 131] in the serum; and 3 had small but significant 
fixation of 131] and development of organic compounds 
of 131] in the serum. 

The family study covered parents, sibs, grandparents, 
aunts and uncles, and first cousins: Of the 52 living 
brothers and 53 living sisters only one, a sister, was also 
affected with non-goitrous cretinism; the authors note, 
however, that in contrast to the excess of girls among the 
affected children 11 brothers but only 2 sisters had died 
young, suggesting that some of the early deaths among 
boys may have been due to myxoedema. Of 49 mothers, 
10 had evidence of thyroid dysfunction (2 thyrotoxicosis, 
8 simple goitre); but of 49 fathers, only one had any 
abnormality of the thyroid. A special study of the 
fixation of !3!I by the thyroid was made on some of the 
clinically normal parents and sibs. These showed an 
unusually rapid fixation, similar to that seen in patients 
with simple goitre. The mean figures for fixation after 
24 hours were: for controls 37-1-.2-:0%, for 35 parents 
54-0+2-2%, and for 24 sibs 57-3+3-4%. 

The authors suggest that there are two causative factors 
for this condition: (1) competition from the mother’s 
overactive thyroid depriving the foetus of adequate 
supplies of iodine; and (2) a genetic factor which in the 
presence of the maternal factor leads to a failure of 
development of the thyroid. C. O. Carter 


1341. Hereditary Cerebral Palsy. A Preliminary Report 

J. BLuMEL, E. B. Evans, and G. W. N. Eccers. Journal 
of Pediatrics [J. Pediat.] 50, 454-458, April, 1957. 
15 refs. 


Among the families of 250 children with cerebral palsy 
admitted since 1950 to the Moody State School, :Gal- 
veston, Texas, 9 included more than one affected child. 
The authors report one of these 9 families. The index 
cases were 2 Mexican boys admitted in 1955 at the age 
of 11 and 8 respectively, being the 4th and Sth children 
in a family of 5. In the elder boy the diagnosis was 


1 fig., 


Medical Genetics 


** essentially spastic paraplegia”, and in the younger 
“* spastic with cerebellar pathway involvement”. One 
of the 5 sons of the mother’s sisters was similarly affected, 
and the family reported that the mother’s only brother 
was also affected, strongly suggesting that in this family 
a sex-linked recessive gene was responsible. 

C. O. Carter 


1342. Sex Chromosomes and Human Sexual Develop- 
ment 

M. DANON and L. Sacus. Lancet [Lancet] 2, 20-25, 
July 6, 1957. 1 fig., bibliography. 


The authors investigate the approach to the study of 
the aetiology and pathology of human intersexes which 
is made possible by the cytological diagnosis of the sex 
chromosomes in non-dividing somatic nuclei. Accumu- 
lated evidence from the literature is classified- and 
analysed. Evidence is put forward for the view that 
the nuclear morphology of somatic cells does in fact 
reflect the sex-chromosome constitution, chromocentres 
being formed from or by the sex chromosomes; 70% of 
the cells in a biopsy specimen of female skin have 
chromocentres, and only 5% in male skin. The pre- 
sence of a large proportion of cells with 2 or 3 chromo- 
centres indicates that supernumerary sex chromosomes 
are present. 


The chromosomal formulae found in various types of 


intersex, grouped clinically and according to their 
gonadal histology, are as follows: (1) true hermaphro- 
dites, XX and XY; (2) male pseudohermaphrodites: 
(a) hypoplastic males, XY; (6) Klinefelter’s syndrome, 
XX; (c) testicular feminization syndrome, XXY; 
(3) female pseudohermaphrodites: (a) with adrenal 
hyperplasia, XX; (6) without adrenal hyperplasia, XX; 
(4) gonadal agenesis, XX, XY, XO, and mosaics. 

_ Human intersexes may now be classified according 
to their chromosome constitution as follows. (1) XY 
Cases (a) with sex completely reversed (gonadal agenesis), 
the “‘ neutral phenotype”; (5) with features of both 
sexes (male pseudohermaphrodites and some true 
hermaphrodites), due to failure of the embryonic or 
foetal testis. (2) XX Cases (a) with extreme reversal 
(Klinefelter’s syndrome), due to genic factors or endocrine 


_dysfunction or both; (5) with features of both sexes 


(female hermaphrodites with adrenal hyperplasia, those 
of unknown aetiology (without adrenal hyperplasia), and 
some true hermaphrodites). (3) XXY Cases, that is, 
the testicular feminization syndrome, showing a clear- 
cut mode of genetic transmission. A pedigree illus- 
trating this last is included in the paper. 

Thus the relative contributions of the three possible 
causes of intersexuality in man—genic, chromosomal, 


and endocrine—may be assessed for each clinical group - 


by analogy with animal genetics and foetal endocrinology. 
The clinical and theoretical significance is discussed. 
R. H. Cawley 
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1343. Respiratory and Cardiac Deaths in Los Angeles 
Smogs 

C. A. Mitts. American Journal of the Medical Sciences 
[Amer. J. med. Sci.] 233, 379-386, April, 1957. 11 refs. 


The number of deaths due to respiratory and cardiac 
conditions occurring each day in Los Angeles for the 
years 1947-9 were examined in relation to the Stanford 
Research Institute’s “‘ smog” index. Days on which 
this index exceeded 5 or “ total oxidant values ” (mainly 


ozone) exceeded 0-2 part per million were classed as © 


“severely smoggy”. On these days there appear to 
have been, on the average, an excess of deaths from the 
group of causes including “‘ influenza, pneumonia, bron- 
chitis, asthma and cardiac conditions’. The excess was 
not confined to the older age groups. These findings are 
held to show “a clearly significant association between 
Los Angeles smogs and rises in day-by-day respiratory 
and cardiac deaths in the exposed population ”’. 
John Pemberton 


1344. Poliomyelitis Antibody Studies in a Group of 
London Children 

A. M. Peacu and J. A. DupDGEON. British Medical 
Journal (Brit. med. J.) 1, 1033-1035, May 4, 1957. 
12 refs. 


The authors first point out that recovery from para- 
lytic poliomyelitis is followed by prolonged immunity, 
which also develops after infection with the non-paralytic 
and subclinical forms of the disease, and that this 
immunity is closely associated with the level of cir- 
culating antibody (CAB). The examination of serum 
by tissue-culture methods has shown that the incidence 
of infection of all three types of poliomyelitis is much 
greater than would be assumed from the incidence of 
clinical disease, and varies greatly in different parts of 
the world. 

The present study was carried out on 90 children aged 
from one to 10 years who had all been admitted to the 
Victoria Hospital for Children, London, for minor 
medical and surgical illness, in order to determine the 
incidence of circulating antibodies in healthy children 
and to form some idea of the age at which natural 


infection occurs. The numbers in each year of age from . 


one to 9 + were approximately equal and there was no 
known contact with a case of poliomyelitis or history 
of any febrile illness with meningeal involvement. The 
socio-economic conditions of the children’s families were 
uniformly distributed throughout the age groups. 
Complement-fixation and neutralization tests, carried out 
on one sample of serum from each child, gave good 
correlation, since in no case were circulating antibodies 


’ present without also neutralizing antibodies. The results 


showed that more than 50% of the children had anti- 
bodies against two or more types of poliovirus and that 
these were present in a proportionally greater number 


of children from poorer homes. The complement- 
fixation test was found to be less reliable than the 
neutralization test. 

The authors conclude that poliomyelitis infection 
begins about the Sth year, or somewhat earlier in children 
in poor homes, and that therefore in the areas studied 
those most likely to benefit from immunization would 
be the children under 5 years of age. 

[There seems to have been no simultaneous examina- 
tion of faeces for virus excretion; it is possible that 
excreters might have a high circulating antibody level.] 

W. K. Dunscombe 


1345. The Assessment of the British Vaccine against 
Poliomyelitis 

REPORT TO THE MEDICAL RESEARCH COUNCIL BY ITS 
POLIOMYELITIS VACCINES COMMITTEE. British Medical 
Journal (Brit. med. J.) 1, 1271-1277, June 1, 1957. 3 refs. 


During May and June, 1956, 95,723 children born in 
the month of November in the years 1947-50 and 
98,687 children born in the months of March and 
November in the years 1951-4 were offered vaccination 
with the British formolized poliomyelitis vaccine con- 
taining the less virulent Brunenders Type-1, the MEF-1 
Type-2, and the Saukett Type-3 strains of virus. Any 
of the limited supplies of vaccine available after these 
children had been vaccinated was given to children 
born in the August of these years. A total of 1,910,093 
children born in the years 1947-54, almost a third of 
those eligible, had been registered to take part in the 
poliomyelitis vaccination programme, and those children 
who could not be vaccinated acted as controls. In total, 
178,161 children were given 2 injections and 32,379 
received one injection, while for one reason or another 
33,064 eligible children (defaulters) received none. 
Local reactions following vaccination were mild, and no 
albuminuria or excess of cells or casts was detected 
in the urine of a small sample of the children after 
vaccination. Reports were received of 6 children who 
developed illnesses shortly after vaccination, but in none 
of these could the illness be definiteiy related to the 
preceding injection on clinical or laboratory grounds. 
Six cases of poliomyelitis were reported occurring within 
30 days of an injection, but only 3 were paralytic and in 
none of them was the injected limb involved. This 
attack rate was similar to that in the unvaccinated. 

Among the 74,660 vaccinated children aged roughly 
54 to 9} years who received 2 injections one case of 
paralytic poliomyelitis occurred, giving an attack rate of 
1-3 per 100,000 compared with a rate of 8-2 per 100,000 
in the corresponding unvaccinated children. Among the 
74,024 children aged roughly 14 to 54 years who received 
2 injections 3 cases of paralytic poliomyelitis occurred, 
giving an attack rate of 4-1 per 100,000 compared with 
one of 20-1 per 100,000 in the. corresponding unvac- 
cinated children. Attack rates of non-paralytic polio- 
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myelitis were not significantly different in the vaccinated 
and unvaccinated children. Amongst the defaulters 
there was a high attack rate of paralytic poliomyelitis 
in the young November children, but this was considered 
a chance finding and not an indication of a bias in the 
group receiving vaccination. 

Results of virus isolation from paralytic and non- 
paralytic cases showed a similar pattern, Type-1 infections 
predominating in both groups, and indicated that the 
vaccine had been effective in protecting against paralytic 
illness due to Type-1 virus. The protection conferred by 
ihe vaccine appeared to be similar to that observed in the 
1954 trial in the U.S.A. A. Ackroyd 


1346. Epidemiologic Aspects of Histoplasmosis 


M. L. Furcotow and P. E. Ney. American Journal of 
Hygiene [Amer. J. Hyg.] 65, 264-270, May, 1957. 
| fig.,.7 refs. 


INDUSTRIAL MEDICINE 


1347. Emphysema in Pneumoconiosis and as an Occupa- 
tional Disease per se. (Emphysem bei Staublungen- 
erkrankungen—Emphysem als selbstandige Berufskrank- 
heit) 

L. DUNNER. Zentralblatt fiir Arbeitsmedizin und Arbeits- 
schutz [Zbl. ArbMed. ArbSchutz.] 7, 137-142, June, 1957. 
5 figs., 5 refs. 


The author discusses two questions in the light of his 
experience at the Industrial Chest Diseases Clinic, Hull, 
in the past 15 years: (1) whether emphysema in cases 
of pneumoconiosis develops concurrently with the latter 
or as a sequel to it; and (2) whether emphysema without 
radiological demonstrable pneumoconiosis is an occupa- 
tional disease per se. Emphysematous workers in 
various dusty occupations, such as boiler- and ship- 
repairers, graphite workers, “* grain” dockers, and coke 
workers, were examined clinically and at necropsy. 
The outstanding feature in every case was dyspnoea, 
but the radiograph showed either very slight and atypical 
signs of pneumoconiosis or no pathological change 
except for localized emphysema in one or more areas. 

Emphysema associated with exposure to dust may be 
classified as follows. (1) Localized compensatory 
emphysema in cases of extensive typical and atypical 
pneumoconiosis. (2) The same, but with less marked, 
non-pneumoconiotic x-ray changes. (3) Large emphyse- 
matous bullae on the lung surface, not usually seen in 
radiographs, but very prominent post mortem by reason 
of their size and number. (4) Focal emphysema as a 
component of the so-called “* simple” pneumoconiosis. 
(5) Generalized emphysema in both lungs; here two 
different types can be distinguished: (a) those ascertain- 
able by x rays, and (6) those found only at necropsy. 
In all types of case there is almost always some chronic 
bronchitis of greater or lesser severity, while in recent 
years bronchospasm has been considered to be important 
in the causation of emphysema. 

The author then gives details of 4 cases illustrating his 
classification, in 3 of which necropsy showed very much 


more extensive emphysema than would have been 
expected from the x-ray appearances. 

He suggests that direct damage to the alveoli by dust 
and steam, spasm of the bronchi, and an individual 
predisposition are the main causes of emphysema in 
dusty occupations, and holds that emphysema in such 
cases is an occupational disease in itself. So far as he is 
aware, however, there is no country-where incapacitation 
due to emphysema is recognized for compensation. 

[A careful epidemiological and factual survey would 
be necessary to establish the author’s thesis. The very 
great discrepancy between the clinical and x-ray findings 
and the necropsy — in the cases described is very 
striking.] W. K. Dunscombe 


1348. Occupational Dermatoses Due to Thermosetting 
Ethoxyline (Epoxy) Resins. (Berufsdermatosen durch 
kalthartende Aethoxylinharze (Epoxydharze)) 

E. GRANDJEAN. Berufsdermatosen [Berufsdermatosen] 
5, 97-116, May, 1957. 1 fig., 6 refs. 


Ethoxylin or epoxy resins usually consist of aliphatic— 
aromatic polyethers, containing hydroxyl and ethoxy 
groups, and hardeners—polyamines, of which the 
most commonly used is triethylenediamine; when mixed 
in the proportion of 10:1 these form a hard material at 
room temperature. In 11 factories investigated by the 


author one such resin, called “* araldite D”’, was used : 


chiefly in the production of electrical condensers. 
Among 328 workers, 43°% of whom were exposed to 
araldite D, there were 164 cases of dermatosis; 21% 
were classified as “‘ slight” (not more than 3 days’ 
absence from work) and 22°%% as “‘ severe’ (more than 
3 days’ absence). Clinically, the slight cases represented 
a first stage of itching, redness, and papule formation 
which might disappear in a few days or weeks, and the 
severe a second stage of papulo-vesicular lesions and 
moist eczema of the hands and forearms with some 
swelling of the face and eyes In many cases hyper- 
sensitivity to the resin was indicated by a renewal of the 
lesions following contact after a period of absence and 
apparent cure. Patch tests gave positive results in those 
workers showing severe sensitivity reactions; out of 
30 such tests, 16 were positive to the polyethers alone, 
5 to the hardener alone, and 11 to both. 


While it is considered that the eczema of the second — 


stage is fundamentally allergic, the nature of the first 
stage remains unexplained; the fact that it does not, in 
many cases where the affected person continues at work, 
develop into the second stage is ascribed to an acquired 
tolerance by “ hardening ” or desensitization of the skin 
which is lost during an interval of non-contact. The 
frequent localization to the face and upper limbs sug- 
gested that the vapour from the liquid resin mixture 
might be responsible, but the content of triethylenedia- 
mine in the atmosphere was shown to be very low. 
It is suggested that while epoxy resins cannot be in- 
dicted as a primary cause of dermatosis, they can cause 
outbreaks in sensitized individuals Prevention consists 
essentially in avoidance of contact. Measures include 
instruction to workers as to correct handling of the resin; 
immediate cleansing of contaminated hands and benches; 
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hygienic conditions in the workroom, including the pro- 
vision of paper covers and cleaning cloths renewed twice 
daily and handled with gloves; reduction of solvents for 
cleaning the hands to a minimum (ketones are the least 
harmful); thick cardboard containers for the liquid 
resin which can be thrown away after use; local exhaust 
ventilation during the pouring process; and the provision 
of gloves and close-fitting white overalls. Barrier 
creams, though not so effective as gloves, facilitate clean- 
ing of the skin. No worker with a history of allergic 
disturbance should be employed, and the development 
of vesicular eczema should be an indication for removal 
from all contact. Ethel Browning 


1349. Kaolinosis. (La caolinosi) 
A. GRANATA. Folia medica [Folia med. (Napoli)| 40, 
329-349, May, 1957. 8 figs., 9 refs. 


Kaolin is a hydrated silicate of alumina, its approxi- 
mate composition being SiO2 46°%, AlzO3 40%, H20 14%. 
It is extensively used in the ceramic and pottery industries 
as well as in the pharmaceutical industry. The author 
reports the occurrence of 24 cases of disease of the lung 
due to the inhalation of kaolin dust; 22 of these were in 
men engaged in the extraction of the material, while the 
other 2 were in women working in a chemical factory 
with the pure substance. 

The clinical and x-ray findings in 4 cases are given in 
detail and a brief description provided of the remaining 
20. In the former cases there was a reduction in the 
vital capacity, and chest radiographs showed very heavy 
lung markings, emphysema (often at the bases), and 
nodular pneumoconiosis. The author regards the 
emphysema as the result of the action of the kaolin 
granules on the neurovascular system of the alveoli and 
terminal bronchioles, but states that pneumoconiosis 
due to kaolin is slow in developing as it acts purely as a 
mechanical irritant, having no chemical toxic action. 
Kaolin pneumoconiosis is not readily distinguishable on 
clinical grounds from other forms. The prognosis in 
early cases is good, however, as the patient’s condition 
does not continue to deteriorate after removal from 
exposure, as may be the case in pneumoconiosis due to 
other dusts. W. K. Dunscombe 


1350. Comparison of the Action of $-Mercaptoethyl- 
amine and Sodium Calciumedetate in Experimental Tetra- 
ethyl Lead Poisoning. (Azione comparata della beta 
mercaptoetilamina e del sale disodico calcico dell’acido 
etilendiaminotetracetico sulla intossicazione sperimentale 
da piombo tetraetile) 

U. AMBANELLI and G. SALvi. Folia medica [Folia med. 
(Napoli)| 40, 350-373, May, 1957. 9 figs., 19 refs. 


Experimental and clinical experience reported in the 
literature suggests that sodium calciumedetate (Ca 
EDTA), which has a definite disintoxicating and protec- 
tive action against inorganic lead poisoning, is relatively 
ineffective against poisoning with tetraethyl lead. An 
investigation is reported from the University of Parma 
in which two sets of experiments were carried out on 
rabbits. In the first the animals were exposed to high 


concentrations [not specified] of tetraethyl lead once or 
twice daily for 40 or 60 minutes on 3 to 5 successive days. 
In each of 6 groups of 3 animals one acted as control, 
another received 100 to 120 mg. of 8-mercaptoethyl- 
amine, and the third 150 mg. of Ca EDTA, in each case 


intravenously. Those receiving the former drug sur- - 


vived, whereas the others did not—in fact administration 
of Ca EDTA rather prejudiced their chances of survival. 
In a second series of experiments, in which the animals 
were exposed to lesser concentrations of tetraethyl lead 
over a longer period, the results were discordant and 
B-mercaptoethylamine did not give any better results 
than Ca EDTA [the dosage of which was, unfortunately, 
larger than that given in the first series]. 

The authors consider that f-mercaptoethylamine 
mobilized the lead better than Ca EDTA in these experi- 
ments, but that the inconsistency of the results prevents 


any conclusion being drawn concerning their respective 


clinical efficacy. W. K. Dunscombe 


1351. Risk of Exposure to Carbon Monoxide during 
Welding. (Sul rischio di esposizione a CO durante il 
lavoro di saldatura) 

F. M. Trost and E. Di Paoto. Folia medica [Folia 
med. (Napoli)| 40, 374-385, May, 1957. 2 figs., 22 refs. 


The authors point out that the risk of inhalation of 
fumes or noxious gases of various types during welding 
operations depends on whether a blow-torch or elec- 
tricity is employed. In the former case the risks are 
related to whether the oxyacetylene or oxyhydrogen 
torch is used; in the latter they depend on whether 
carbon or metallic electrodes are used. 

After mentioning the various gases which may be 
produced, they point out that although in both forms of 
welding the chances of carbon monoxide poisoning 
occurring are generally considered small, in oxyacetylene 
welding there is in fact a material risk of exposure to 
the gas. 

They then give details of the examination at the 
Medical Clinic of the University of Bologna of 21 electric 
and 5 blow-torch welders which involved determination 
of the carboxyhaemoglobin content of the blood by a 
special, very delicate, electrophotometric method imme- 
diately after finishing work and again the next morning 
just before starting work, allowance being made for the 
fact that cigarette smoking may affect the readings. Of 
the 21 electric welders, the readings in 3 were considerably 
higher than in the rest at the end of the day, but were 
normal the next morning. Of the blow-torch welders 
the readings in 2 were at a somewhat higher level than 
in the other 3, returning to normal the next morning. 
The differences are attributed to differences in the type 
and composition of the electrode and in the working 
position. 

Various preventive measures are recommended, such 
as the forced upward or downward extraction of fumes 
and gases if the welder is working at a bench, the use of 
masks for work in confined spaces, and in the case of 
work in the double bottoms of ships, the use of both 
forced draught and air extraction. j 

W. K. Dunscombe 
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Forensic Medicine and Toxicology 


1352. Individuality of Blood. Electrochromatophoretic 
Patterns of Dry Blood 


C. L. Brown and P. L. Kirk. Journal of Forensic 
Medicine [J. forensic Med.] 4, 58-64, April-June, 1957. 


The authors have explored the possibility of identifying 
blood by a study of the electrochromatophoretic pattern 
of the protein constituents of dried stains, a field in which 
Bernfeld et al. (Proc. Soc. exp. Biol. (N.Y.), 1953, 83, 429) 
have already made some preliminary studies. It was 


_ recognized that the practical limitations were much the 


same as those encountered in the identification of 
agglutinable substances, but it was hoped that some 
reliable extension of the pattern of individuality might 
be demonstrable. This in fact proved to be so, though 
it was found that the effects of coagulation and clot 
retraction caused changes in the electrophoretic pattern 
owing to protein extraction, even in a single blood pool, 
and that changes in solubility owing to drying might 
also affect the picture, often resulting in failure to yield 
a decipherable pattern. Age had no significant effect 
within a year, and haemolysis also seemed to matter little. 
The authors emphasize the need for experience and 
careful laboratory technique in order to obtain clean-cut 
differentiation, and readily admit the method to be a 
relatively coarse test in its present state. They do not 
explore the effect of a changing metabolism or of illness, 


but indicate that the reported work is but a preliminary 


investigation. Keith Simpson 


1353. Estimation of the Time of Death by Medical 
Criteria 

G. S. W. DE SARAM. Journal of Forensic Medicine [J. 
forensic Med.} 4, 47-57, April-June; 1957. 14 refs. 


The author, an experienced forensic pathologist, 
reviews the criteria m normal use for estimation of the 
lapse of time since death in the light of his observations 
in 41 cases of judicial execution in Ceylon. He discusses 
the cooling rate, rigor mortis, eye changes, gastro- 
intestinal contents, putrefaction, and maggot infestation. 

A new formula for calculation of /the time of death 
from the body and atmospheric temperatures requiring 
some mathematical equipment is recommended, though 
the uncertainties which surround any method of estima- 
tion are freely admitted—as also is the fact that these 
observations were limited in number and made in the 
heat of Colombo. The accuracy of results given by the 
formula is vouched for [but not supported by figures], 
though a maximum of 8 hours after death is stipulated 
as the limit within which “‘ reasonably accurate resul 
may be obtained. Attention is drawn to Shapiro’s 
observations on the effect of the development and size 
of a muscle or rigor mortis and also to the effect of its 
activity immediately before death. 

The author, like others, discounts assessment of the 
degree of digestion of the gastro-intestinal contents as a 
useful factor, but recommends a study of the rate of 


progress of the head of a given meal along the course of 
the bowel. The accepted views on eye changes and 
putrefaction are restated without comment, and in dis- 
cussing maggots the author emphasizes the need for 
extending the search for larvae into the ground under 
the body and for recourse to the services of an ento- 
mologist. Keith Simpson 


1354. Central Nervous System in Carbon Tetrachloride 
Intoxication 

M. M. ConHEN. Neurology [Neurology] 7, 238-244, 
April, 1957. 5 figs., 23 refs. 


After a brief review of the literature on carbon tetra- 
chloride poisoning, the author describes 2 cases seen at 
the Veterans Administration Hospital, Minneapolis, 
Minnesota. The first patient, a 24-year-old white male, 
was admitted to hospital shortly after attempting suicide 
by ingestion of a proprietary cleaning fluid containing 
75%, carbon tetrachloride. The night before he had 
drunk a pint (473 ml.) of whisky. After a period of 
vomiting and diarrhoea the excretion of urine fell pro- 
gressively, beginning on the night of admission, to 
compleie anuria on the 3rd day. Grand mal seizures 
developed on the 8th day and gastro-intestinal haemor- 
rhage on the 9th; the patient died on the 13th day. 
Macroscopically, the brain showed bilateral haemor- 
rhagic areas in the cerebellar cortex varying from 0-3 to 
0-8 cm. in diameter. Microscopically, the cerebellar 
haemorrhages showed two patterns: in one the haemor- 
rhage was located round a thrombosed, thin-walled vein 
and there was demyelination and oedema of the surround- 
ing tissues, with reduction in the number of Purkinje cells, 
some of which were degenerate; in the other there were 
small extravasations of blood scattered throughout the 
cerebellar cortex, most prominent in the molecular layer. 
The second patient, a white male aged 40, experienced 
generalized body aching, accompanied by severe vomit- 
ing, shortly after cleaning his shoes with the same 
proprietary fluid as that used by the first patient; he 
had been drinking heavily that evening. Some 9 days 
later his skin became yellow and he was admitted to 
hospital, but he did not appear critically ill. Urine 
excretion then became scanty, the blood urea level rose, . 
he became disorientated, and died on the 15th day after 
admission. Macroscopically, the brain revealed only 
congestion of vessels. Microscopically, there were small 
focal areas of demyelination in the pons, usually with a 
central area of coagulation necrosis. In both cases 
there was centrilobular necrosis of the liver and tubular 
degeneration of the kidney. 

The author suggests that the variable neural changes 
in carbon tetrachloride poisoning result from multiple 
factors including: (1) direct neurotoxic effect, (2) syner- 
gistic activity with other compounds—for example, 
alcohol, (3) cerebrovascular involvement, (4) hepatic or 
renal damage due to the solvent, and (5) pre-existing 
disease. P. N. Magee 
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1355. Dipipanone Hydrochloride as an Adjunct to Anaes- 
thesia in Obstetrics and Surgery 

D. J. CoLemMan, J. Levin, and P. O. Jones. British 
Medical Journal [Brit. med. J.] 1, 1092-1095, May 11, 
1957. 2 figs., 8 refs. 


Dipipanone hydrochloride, an analogue of methadone, 
is an analgesic of which a dose of 25 mg. is equal in 
effectiveness to 10 mg. of morphine, or 100 mg. of 
pethidine, or 10 mg. of methadone. It’ is metabolized 
in the liver and excreted in the faeces and urine, so that 
caution is needed in cases of liver or kidney disease. 
At St. George’s Hospital, London, it was given in 53 
obstetric cases, 200 general surgical cases, and also in 
100 cases of thoracic *surgery in which it was the main 
supplement to nitrous oxide and was used in place of a 
muscle relaxant. The adequacy of the initial dose was 
judged from the respiratory rate; 10 to 12 respirations 
a minute was aimed at, and when the rate rose to 16 to 
18 a minute a further dose was administered. In general 
surgical cases a dose of 2:5 to 5 mg. was usually given, 
and in obstetric cases 25 mg. The results in the latter 
group were very good. The authors state that there is 
less hypnotic effect with dipipanone than with pethidine, 
and that in thoracic surgery apnoea can be achieved 
without the use of relaxants. W. Stanley Sykes 


1356. Clinical Results with Viadril in One Thousand 
Cases 

F. P. Anspro, A. E. BLUNDELL, J. C. SWEENEY, and 
J. W. Pittion. Journal of the American Medical Asso- 
ciation [J. Amer. med. Ass.] 164, 163-166, May 11, 1957. 
13 refs. 


The authors report their experience with “ viadril ” 
(21-hydroxypregnanedione sodium succinate) as an anaes- 
thetic agent in a total of 1,000 cases. In 522 cases of 
major surgery anaesthesia was induced with viadril and 
maintained with nitrous oxide, oxygen, and curare; in 
352 cases viadril was used as an adjuvant to spinal, 
epidural, or other regional analgesia; and in 126 cases 
minor operations were performed under viadril anaes- 
thesia, alone or supplemented with nitrous oxide and 
oxygen. Conventional premedication was employed. 

A total dose of 0-5 to 1-5 g. of viadril was given intra- 
venously as a 0°5 to 1% solution in 5% dextrose and 
water over a period of 3 to 9 minutes. Hypnosis usually 
began’ about 3 minutes after the end of the infusion, 
its average duration after a dose of 1-5 g. being 1 hour 
25 minutes. The pharyngeal and laryngeal reflexes were 
depressed, but succinylcholine was usually necessary for 
intubation. There was frequently moderate hypo- 
tension, particularly in patients who received the more 
concentrated solution, and tachycardia was noted in 
most cases, sometimes in association with extrasystoles. 
Respiratory changes were also observed shortly after 
administration of viadril. Tachypnoea, which was 
occasionally extreme, was present in 35° of the patients, 


Anaesthetics 


bradypnoea in 26%, and apnoea, which persisted for 
5 to 25 minutes, in 10%. Severe phlebitis occurred in 
only 0-5°%; in the authors’ view the use of a low con- 
centration of viadril (0-5°% solution) and a rapid ‘* wash 
out” of the vein afterwards contributed to this reduced 
incidence. 

They do not consider that viadril is a satisfactory agent 
for routine use in anaesthesia, and suggest that further 
work on the steroids may result in a product which will 
be more successful. Mark Swerdlow 


1357. Alterations in Renal Function during Hypothermia 
in Man 

P. MorRALES, W. CARBERY, A. MORELLO, and G. MORALES. 
Annals of Surgery {Ann. Surg.] 145, 488-499, April, 1957. 
1 fig., 28 refs. 


The effects of hypothermia on renal function were 
observed in a group of 11 mental patients. Eight of the 
patients were under the influence of intravenous thio- 
pental and continuous high spinal anesthesia during the 
cooling process, while 3 received thiopental alone. 
Control studies were obtained in the group receiving 
the combined anesthesia by utilizing the same anesthetic 
agents, and simulating all other experimental procedures 
performed during hypothermia except cooling. 

During hypothermia under thiopental-spinal anes- 
thesia, glomerular filtration rate was reduced by 52% 
and renal plasma flow was decreased by 56%. With 
thiopental anesthesia, cooling decreased the glomerular 
filtration rate and the rate of renal plasma flow by 30 
and 52% respectively. Under normothermic conditions 
with thiopental and spinal anesthesia, the decline in 
glomerular filtration rate was 12° and renal plasma 
flow 8%. . 

Maximal tubular excretory capacity decreased during 
hypothermia by 65%. Calculations .of renal vascular 
resistances during hypothermia demonstrated an increase 
in all components. Under normothermic conditions, 
afferent arteriolar resistance decreased by 29°%%, while 
net efferent and venular resistances increased by 3-7 and 
0-05°% respectively. During hypothermia, these in- 
crements were increased by 137, 16 and 117% respec- 
tively. 

Urinary flow decreased by 25°% during hypothermia; 
the same patients showed a 45°%% reduction in urinary 
flow during normothermic procedures. Sodium excre- 
tion was not appreciably altered during hypothermia, 
in contrast to a reduction of 66°% during the normo- 
thermic experiments. Potassium excretion during hypo- 
thermia increased 24%, while a 30°%% decrease was ob- 
served during the normothermic procedures. Plasma 
sodium and potassium levels during hypothermia 
decreased by 5 and 14% respectively. Similar reductions 
in plasma sodium and potassium concentrations of 3 
and 12°%% were observed during the normothermic experi- 
ments.—{Authors’ summary.] 
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Radiology 


1358. Barium Swallow Examination in Myasthenia Gravis 
J. W. Epwarps and J. P. Murray. British Journal of 
Radiology [Brit. J. Radiol.| 30, 263-268, May, 1957. 
4 figs., 4 refs. 


Myasthenia gravis commonly produces dysphagia and 
in a few cases this is the presenting symptom. Awareness 
of the radiological features and of the effect of neostig- 
mine should make a firm diagnosis possible in cases of 
suspected myasthenia gravis. The authors describe 8 


cases of myasthenia gravis seen at the David Lewis 


Northern Hospital, Liverpool, and compare the radio- 
logical findings with those in 25 healthy subjects. 
Examination with thick barium paste, the patient being 
in the recumbent position, is the most informative pro- 
cedure, and reveals the following abnormalities. There is 
hesitation in initiating deglutition, with slow and laboured 
movements of the tongue. The bolus is broken up and 
swallowed piecemeal, and there is delay in clearing the 
mouth and oropharynx of paste. There may be pooling 
in the valleculae and pyriform fossae. After injection 
of 1:5 mg. of neostigmine methyl sulphate, with 0-6 mg. 
of atropine to reduce side-effects, improvement is usually 
obvious and can be recorded by noting the time taken 
for the medium to clear the mouth and pharynx, or serial 
films can be taken at 5- or 10-second intervals. 

The authors stress the fact that swallowing, once 
initiated, is an involuntary act, and the results of the 
test are thus more reliable than is the effect of neostigmine 
on voluntary muscle. D. E. Fletcher 


1359. Relation of Tumour Site to Radioresistance 
C. M. Nice. Radiology [Radiology] 68, 555-557, April, 
1957. 2 figs., 9 refs. 


1360. Radiotherapeutic Experiences with Inoperable 
Lung Carcinoma 
L. L. Haas, R. A. HARvey, and C. F. MELCHoR. Cancer 
[Cancer (Philad.)| 10, 280-297, March-April, 1957. 
16 figs., 20 refs. 


On the basis of their experience at the University of 
Illinois College of Medicine, Chicago, in the treatment 
by radiotherapy of 190 patients with carcinoma of the 
bronchus—143 with conventional x rays and 47 with 
the 23-MeV betatron—the authors formulate their present 
views as follows: (1) patients with operable disease are 
not treated by irradiation, the results of which cannot 
compete with those of surgery; (2) postoperative irradia- 
tion is given only if there is inoperable residual tumour 
or recurrence; (3) the majority of patients with in- 
operable disease are irradiated even if the growth is in 
an advanced stage, for irradiation of the primary tumour 
may relieve distress even in the presence of cavitation, 
pleural involvement, or distant metastases. The grati- 
fying results obtained in some hopeless cases justifies 
treatment even if the results are so unsuccessful in others. 
Radiotherapeutic expectations are necessarily limited 


in these advanced cases because the growth involves not 
only large vessels, but often also the pleura, mediastinum, 
or pericardium, all of which are rich in lymphatics, and 
all these are large structures which do not tolerate high 
radiation dosage. 

The dosage used in the authors’ series was of three 
types: (1) radical—4,500 to 9,000 r with deep x rays 
and 7,500 to 11,000 r with the betatron, in 35 to 56 days; 
(2) moderate—4,400-and 7,500 r respectively in 26 to 
36 days; and (3) small—1,900 and 3,200 r respectively 
in one to 60 days. In 76-6°% of the cases treated with 
the betatron and 38-5% of those treated with x rays the 
radical dosage was adopted. All but 2 of their patients 
who survived one year or more received radical treatment 
and all received a tumour dose of at least 3,600 r. In 
most cases the patient’s tolerance to radiation is the 
limiting factor in dosage. With the betatron 2 to 6 fields 
are used and the dose to the contralateral lung is kept 
at a minimum; here the limiting factor to dosage is an 
acute mucosal reaction in the mediastinal organs. 

The results are summarized in 5 groups as follows. 
(1) Apical tumours (the term Pancoast tumour is dis- 
couraged): of 8 patients treated with x rays, one is 
alive after 11 years; of 10 treated with the betatron, 
2 are alive and well without evidence of tumour after 
15 and 31 months respectively; of the 16 who have died, 
those treated with the betatron survived on average 
13-6 months longer than those treated with x rays. 
(2) Large superior mediastinal mass: 4 patients, all 
treated with the betatron; 2 died of metastases, one of 
intercurrent disease after 10 months, and one of a 
perforation of the trachea after 16 months; necropsy 
on 2 revealed no residual disease in the irradiated area. 
(3) Bronchial tumour with massive atelectasis: 8 patients 
treated with x rays and 3 with the betatron; 2 patients 
survived for more than 3 years and one for 2 years, while 
one betatron-treated patient is alive after 13 months 
without evidence of tumour. (4) Lung tumours with 
unresectable regional extensions: of 10 patients treated 
with the betatron, 2 are alive without evidence of tumour 
after 14 and 15 months; of 26 patients treated with 
x rays, 3 lived for 20 to 26 months; the majority died 
within 10 months. (5) Advanced disease: of 20 patients 
treated with the betatron, 16 obtained good palliation; 
of 100 treated with x rays, palliation was observed in 35; 
only 3 of the 120 survived more than 12 months. 

Of the 47 patients treated with the betatron, 10 (21-4%) 
survived for more than 12 months compared with 6 
(4-2°%%) of the 143 treated with deep x rays, while 41 (87%) 
of the former obtained appreciable clinical palliation 
against 57 (40°) of the latter. These better results with 
betatron therapy are thought to be due to a higher, more 
homogeneous dose and to greater individual care of the 
treatment by experienced physicians rather than to any 
different biological effect of radiation of shorter wave- 
length. I. G. Williams 
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1361. The Fountain of Life: a Greek Version 
C. TaLsot. Bulletin of the History of Medicine [Bull. 
Hist. Med.) 31, 1-16, Jan.—Feb., 1957. 5 figs., 43 refs. 


This paper is, for the most part, a commentary upon 
five Greek icons from Athens and Istanbul, purchased 
some years ago by Sir Henry Wellcome and only recently 
subjected to closer inspection at the Wellcome Historical 
Medical Museum, London. Photographs of the icons 
are reproduced. The first dates from the 17th century, 
the second from the 18th or 19th century, and the other 
three from the 19th century. Originally it was believed 
that they represented the age-long idea of the Fountain 
of Youth, whose waters possessed powers of rejuvenation 
and which formed a common theme in legends, poems, 
and works of art—an idea which reached its zenith in the 
15th century and even persuaded the Spanish explorer 
Ponce-de-Leon to take the story so seriously that he set 
out in quest of the actual site. He reached Florida, but 
did not find the fabulous fountain. Side by side with 
this secular tale of a miraculous spring there arose its 
religious counterpart, the Fount of Life. In the early 
Christian Church the idea of Christ as the fountain of 
life grew and developed, and still forms an integral part 
of the Christian belief. It proved a constant source of 
inspiration to Christian artists, and was widely depicted 
in stained glass, mosaics, and illuminated manuscripts, 
stress being laid mainly upon the spiritual nature of the 
cleansing rather than upon the use of the water in the 
cure of diseases. 

The fountain of life, an idea of Greek origin, and not 
the fountain of youth, is depicted upon the icons de- 
scribed in this paper. While there have been many 
representations of the latter, the former was less popular 
and these icons are rare examples, of fairly recent origin. 

[It is not easy to convey in an abstract the contents 
of this excellent paper.] Douglas Guthrie 


1362. Linnaeus. Naturalist and Doctor, 1707-78 
F.N,L. Poynter. British Medical Journal (Brit. med. J.] 
1, 1359-1361, June 8, 1957. 2 figs. 


Carolus Linnaeus (Carl von Linné), who was born 250 
years ago in Stenbrohult, Sweden, was the eldest son 
of a poor country parson. Celsius of Stockholm took 
him under his care after discovering his interest in botany. 
Before the age of 24 Linnaeus had completed an essay 
entitled Nuptia Plantarum, in which he first developed 
his ideas on the sexual system of plants. In 1732 he went 
on his celebrated 4-month journey to Lapland, after 
which he produced his Flora Lapponica and Iter Lap- 
ponicum. In 1735 he left Sweden and soon obtained 
the long-desired degree of M.D. at the University of 
Harderwijk, Holland. In the same year Gronovius, 
the Dutch botanist, enabled him to publish his Systema 
Naturae, which went through 16 editions. The impor- 
tance of this work lies in the fact that it established the 


| History of Medicine 


binomial system of nomenclature of plants and animals. 
Linnaeus met Boerhaave and also Clifford, director- 
general of the Dutch East India Company, who allowed 
him full access to his private botanical garden. In 1736 
Linnaeus crossed to England, bringing with him a letter 
of introduction from Boerhaave to Hans Sloane. He 
visited Oxford where he met the naturalist, Dillenius. 
After an attack of cholera in 1738 he returned to Sweden, 
where he founded the Swedish Royal Academy of 
Science in 1739. In the same year he married Sara, 
daughter of Johan Moraeus, one of the best known 
Swedish physicians. 

In 1741 Linnaeus succeeded to the chair of botany 
and medicine in Uppsala and held this post until his 
death in 1778. In 1763 he published a Genera Morborum. 

His collection of correspondence and manuscripts was 
sold by his heirs in 1784 to a British medical student, 
James Edward Smith, for 1,000 guineas and is now the 
most valued treasure of the Linnaean Society of London. 

I. M. Librach 


1363. William Harvey: His Neurological and Psychiatric 
Observations 

R. A. HUNTER and I. MACALPINE. Journal of the History 
of Medicine and Allied Sciences [J. Hist. Med.| 12, 126- 
139, April, 1957. 3 figs., 44 refs. 


1364. Sir Charles Scarburgh’s Harveian Oration, 1662 
L. M. Payne. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 12, 158-164, April, 1957. 
8 refs. 


1365. On William Harvey at Padua and the Way in 
which He was Stimulated to Reinvestigate the Problem of 
Heart and Blood Movements and on the Credit He Merits 
for the Discovery 

L. CuHauvois. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.| 12, 175-180, April, 1957. 
1 fig. 


1366. William Harvey, Disciple of Girolamo Fabrizi 
d’Acquapendente and the Paduan School 

A. Pazzini. Journal of the History of Medicine and 
Allied Sciences [J. Hist. Med.] 12, 197-201, April, 1957. 


1367. Harvey, Descartes, and Young Olaus Rudbeck 

S. LinprotH. Journal of the History of Medicine and 
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